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Cerebrovascular Disease and Dementia
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The Brain of Centenarian
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Ischemic Neuronal Death and Synaptic Plasticity
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*Hiroshi ONODERA, M.D., Hiromitsu AOKI, M.D., Tetsuji YAE, M.D. & Kyuya KOGURE, M.D. (Profes-
sor) : Department of Neurology, Tohoku University School of Medicine, Sendai.
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%1
[(*H] forskolin binding
Values are expressed as fmol/cm?
CA1l CA3 hilus dentate gyrus
average stratum pyramidale u stratum moleculare

Control 38 92 140 70
Ischemia 30 86 227* 71
100days

Significant difference from control values: *p< 0. 01.

[®H] inositol 1, 4, 5-trisphosphate binding

CAl CA3 dentate gyrus
average average stratum moleculare

Control 139 58 73
Ischemia background level 39 42
100days

[3H] phorbol 12, 13-dibutyrate binding

CA1l CA3 hilus dentate gyrus
average average H stratum moleculare

Control 888 761 783 758
Ischemia 632* 792 773 836
100days

Significant difference from control values:* $<(0.01.
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Recent Topics on Senile Plaque

BB ASESEIENRL B8
S 3

FTEAR BT 2 REDFEEI OWTEEEL
T 5 ERE-TREY T, ROFELEOR
HEEE BSOS EETLIRBHBLEH v FE T
2, TOHELLTEFLOARE L EBCE
e

TV = —TEROREEN R SH®E L
LT, 7Avsg<—piREEHEELEEARD
FWCHENS D EVE C ETATO LB D T
ER

FiF & bCHROBELHBET A Ldbhb
AT s HED, HMELTED %
T, OO0 LOME OREEIOWTL,
FRAALENEOTHY T, LirLbhb
ik, WREERHNAYE, mEOHBEEORICER
B ADZ LD TEY, FlBEEE, $BT
PN ETLOR, BEARMCHELRERELIRE
T REBOWE DS B, MREHRMELEC LR
THEOO—DOTHDH L2 UVEAOWE LY AT
THECORFIHD T,

1%, Bielschowsky—E¥FZrE: C 3% L
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T, AW (corona) &I 5 EEMEMEZER
2V TREN Do H Y T3,

CoreDIHRET7 3 v A VEBGATHBENWD T
LRI bbb o Thh ¥ LA 25, 19854,
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*Shunsaku HIRAI, M.D. : Professor, Department of Neurology, Gunma University School of Medicine,

Maebashi.
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]

Typical plaque (Amyloid +)
!

Core plaque (Amvyloid +)

Amyloid W RN EZE L2 BB EIITH -7,

Ex2¥E L,

FELIL, B g amorphous plaque &
ATEY F Lk, Fof diffuse type of senile
plaque, B 5\ LH diffuse plaque & IFEA CH
&1 (FE3), e, = o diffuse plaque &\ 54 - ‘ ~
R EACHEL TR D L 5o TERD 2 U B-& v s Hilk T T TN B

%9,
Z DD plaque DL, SEHDORRIT LD i, ANTARET L, H<bHEbITLT,
FLTHRCTOFEENEREIhB L5k D & CREEZ 0O bh b & B ¥
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Acta Neuropathol (1988) 77:113—119

Regular papers

Né\tfrtgpathologica

© Springer-Verlag 1988

Diffuse type of senile plaques in the brains

of Alzheimer-type dementia

H. Yamaguchi®, S. Hirai?, M, Morimatsu?, M. Shoji2, and Y. Harigaya?

1 College of Medical Care and Technology, and 2 Institute of Neurology and Rehabilitation;
Gunma University, 3—39—15 Showa-machi, Maebashi, Gunma 371, Japan

Summary. We studied the nature of diffuse type of
senile plaques (SP) in the brains of six autopsied sub-
jects with Alzheimer-type dementia (ATD). The den-
sities of SP in the entorhinal cortex were evaluated
using serial sections stained by four different methods.
Compared with f§ protein immunostaining (100% as
a reference), the modified Bielschowsky stain (103%)
and the periodic acid-methenamine silver (PAM) stain

dementia (ATD), and the extent of SP formation has
been correlated with intellectual decline in this disease
[2, 9, 17]. Little attention, however, has been paid to
the significance of the different kinds of SP observed.
We have recently reported that the majority of SP in
ATD brains were devoid of amyloid cores, and thus
were not of classic type previously considered to be
most typical of ATD [28].

H— ORI, HEMEGRHORE T, &
75, COEIXERANED FERERORHTL
T, TORBERET L, FHBREAR L OCEBEE
ABE—diffuse plaque 25& DEEIL - X0 XKFIX
nCnieh, LTFLIMLLTRVWER H D &
E

FOORINE, LVERERER LN, BBV
{3thioflavin Zea b\~ 5 L 5L, D2 Buwwbh b
Xowmin ot Th Y FLC, B D I9854E K
Bielschowsky- SR8 288w V£ LT, F B HE A
BMILvdbdbobtRBHiog il T b0
BHEDOTEINEVWSIZEERELE LI,

M 5\ o de b DI, BRHED LRI H T
T EWVS X oz EhvhbhCnichid et
FhEd, REAKNEAR L OMIEERMCHEED
BDHEVWSZ LT, T—=F7 727 FTikisn &
52 EHHFELLLOTTS, AULER BEANH
HINFEFLT, HpERARKC X ZMBEREIT
XHLIORED LI, ROEZEOIUNERLH
BOXMNT, EBRIDEEXFELLIR ST
F LT, diffuse plaque &\>3 .5 5 IS XK
BhrbB L5 LeHELILDTTY,

R4 BAEMLRTVWAEABD 4 HH

Diffuse plaque (B-protein  +)
(B-protein  +)
(B-protein  +)

(B-protein  +)

Primitive plaque
Typical plaque
Core plaque

WEh RV A Z2EFL TS, AFLDE
DIEFTHREL T B ERELLR T,

OV ENBLEABE, ShelLbio
LA DPDEMRDD LELDND b TT
(F4)

B, diffuse plaque DEfED B3 TIZT 3
A FORBRLEATHSL EAXEALID LW
5 ETEMD, K7 vl FEWiox, =
W EREEZ bR TED E LR EL, *
5 TR CEAMO LB BRD EE XL TL
LOTREVWAERLhEZDTHD T,

1987 4RIz cDNA I Xk i b B &AL, X
D K ¥ 7 BiERAZE R —APP (amyloid precursor
protein # %\ % B-APP) LT h b K& 7mEH
D—HTHHENSZ EbPY T Lk, &b
iz, B-APP (FiBREER) widdic &b 3 MM
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#7 CIEIRE
-BE21 4 tk—(SOD)
MmO amiaryiRs
NH: —coon AATE
B-Br i o—EEE R 55 | NHa CooH F-ARP I S5
(B-APP) ) papp| (=7R7IT—E
% NHz (=15 3000H AT axssT?)
& BAR  FEes
¥
7 a-TrFEEPY T (£ 7aF7—HRBETFF)
8
’If" amyloid-p component
Z0fth ®EATY >, TR
FABFNIZI A
K3 EBAHT v FOMERSCHETIRAEDHMRADZ LD
25 MEOMOBREILETS f-APPmRNA FIl ok
6 total
Organ APPcDNA
APP 695 APP 751 APP 770
Nucl. basalis of Meynert 44 46 10 113
Brain Hippocampus 56 39 5 68
: Frontal gray matter 73 27 0 30
Cerebellum 74 ] 23 3 14
Kidney 3 69 28 181
Adrenal gland 9 55 37 46
Other Lung 3 39 58 46
OTganS | gSpleen 5 60 37 41
Cardiac muscle 9 32 64 14
Liver 27 33 40 5

(Golde TE et al : Neuron 4 : 253-267, 1990 X b)
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Tlhbb, AV FAT APP Lhd, HAL
BEEoT, DFEDALEL oz b bbb e
5z kb ¥ LT, HEAPP 3L
SHE (BLOILSEE HHEELLRTE
b ET,

HAILO e\ OB APP 695 (695 @07 3 /7 B
Mo THWETDT, TH50bhTED 7)),
BARD DB OBLhLh APPT5], APPT70 &
EER TR 3 (B®3),

LT, HABEZ = Y BERERD LY v

FTeF T e X —DEBEYFoTnB L
WHZ LB LI,

BEbo LA KRERMBR-TE Y £ 50
i, 2o B-APP ZIEH I { A DB
LTwBE035 2 ERAHLIIL-IeDR, ok
FO—IMOPB RV ARIPT Iw AV ELTHET
DONMEECTERE IR T\Ww5 D, BERET K
DI EWE ETT, L, REO—HiELL
ELZOTHLVAEVBLRTED F325, ¥
HMELTED ERA, WThiEL T IER
RIS Tro—O 8 |MEIEE L TEARE
BHERL, Thi7A Yy~ <—FEREBERL
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A B-RYRDENTHR, B f-2 v 2 ONKI Y OERCHH, C: a2 <27DCKLYOD
ERcilr, (Palmert MR, Siedlak SL, Podlisny MB, Greenberg B, et al: Soluble derivatives
of the § amyloid protein precursor of Alzheimer's disease are labeled by antisera to the
amyloid protein. Biochem Biophys Res Commun 165 : 182-188, 1989 X » )

K4 p-APP 4B OGN BT 5 =0 D MTHEH:
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Fiz, MTRBATDORL APPEISD LR 13
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XCEDH T, NEOHE, CROFUEF, Lhh
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OHNRT NV~ = —BERTET 50 K5
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normal control

Alzheimer-type _
dementia n=38

vascular dementia  n=20

Parkinson’s disease n=18

spinocerebellar =14
degeneration

cerebrovascular n=15

disease
Duchenne

muscular dystrophy 0 =14

Down’s syndrome n=2

serum ai-antichymotrypsin concentration (mg/dl) positive %
0+| 50 100 (<54.2mg/d1)
ll ' “&g -I : ! ! ! ‘
. =E "'5%93‘ ° 2/89 2.2
L ] .... .8 .. X
42.445.9  ¢8% :
Q ; e O QO e
64.14+13.3 ° %9"03109 3B 0% & o |21/38 7.1
1208 ° O °°6°"§°° 3/20 15.0
ecbe |
86.6+5.1°0 % 0-8'5 0/18 0
Y I
46.8+7.5 : : 114 7.1
o .' * @ i.
23.6+73 " ° ° 2/15 13.3
4.7+7.8 T " 0/14 0
¢ el 1/ 2 50.0

Serum concentrations of @ -antichymotrypsin (ACT) were compared in eight groups. A distinct
elevation in serum ACT was only observed in patients with Alzheimer-type dementia($<C0.001).
The dotted line represents the value of mean + 25D (54,2 mg/d/) in control subjects. ACT
levels more than this value were considered to fall in the elevated range. Positive 9§ = the
incidence of values of more than 54.2 mg/dl. Black circles indicate individuals less than 70 years
old; white circles, individuals 70 years old or more.

B5 7TaAvo~g<w—REREETDME o7 vFFeh Y Sy oFgEREN

CSF a-antichymotrypsin concentration (ug/ml)

positive %6
0 2 4 §(>2.01ug/ml)
T 1
normal control ° .':8}::&.-‘ 1 0/26 0
n=26 1.35+0.33
Alzheimer-type 000 . o o0 ® « .
dementia : ! 915 60
n=15 : 2.6641.47
vascular . J :
dementia * : 0/6 0
n==6 : 1.34+0.43
cerelzi(ovascular ® com o .. 0/7 0
isease H
n=7 : 1.38+0.47
degenerative 8 ' oo
disorders 4 i s
n=11 1.32+0.42

CSF concentrations of «j-antichymotrypsin (ACT) were compared in five groups. A distinct
elevation in CSF ACT level was only observed in patients with Alzheimer-type dementia (p<C
25D (2.01 pg/ml) in control subjects.
ACT levels more than this value were considered to fall in the elevated range. Positive 9% =
the incidence of values of more than 2.01 #g/mi. Large black circles indicate individuals 70

0.05).The dotted line represents the value of mean

years old or more; small black circles, individuals less than 70 years

with amyotrophic lateral sclerosis;

black triangles, patients with
'whi‘;e squares, patients with Parkinson’s disease; white circles,
degeneration; and white triangles, patients with olivopontocerebellar

old; black squares, patients
multiple system atrophy;
patients with striatonigral
atrophy.
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Yo = —BFRICREELTC, EHEHELA -
=7y 73HD ETH, HIMXE B M
L, BrOmMBEETIELTEY F¥A,

Fh, MR oX¥FELTCh, MO6KRLET X
S ar-7 vFFEPY TR TAY A =—
iR CHBCHEZ I+, Mo a7 5%
T M) Y VEAENEECL DG ERLTCE
b B A

SETDOLIAH, MK LHBHOTH & b IEFME
TIRLICT Y ~f = —HFRIIA LR TE Y ¥
BADT, KEZWO~—Hh—4lkh H5:Ex
TWET,

bbbk, veAg v T ey Fav e,
RIEBRALSE & b, i situ hybridization % F\s
FLT, a-7VvFFE )T UD HREN,
TAD~=—-RERTRORL b DL, EFEI
Rbohdd 0L 0BMZERND BN ED
BHEET- TR 3,

B73, 7Aryv~f=-—HERXDEE I A D
&\ 7z in sitw hybridization immunohisto-
chemistry OER T, BHEOGEELILISHL D
TR, CDXORRIGHDT A+ e A MNE ar-
TvFFE Y S0 mRNA ORBEAHEINL
TwET, EHEZFTL7ALrYA iz mRNA
DOREANRHZ LRI E T,

L7 E LT, 7AYo <—EERo %
LLDETIE, SDEAT7AbryA FEEA
B a- 7vFEe L) S vaAbhTtns
HFTT,
a7 VFEe b )Ty R Elo f-APP o
APGRRBEM b OBE#EY oL LET L, a-7
VFEXFE LIV VURTERTA e MCHE
LTw3diWwy ok, B-APPDIE 5 XA
2h 7Y 7TRBELSFEET LR, Mo F
FELTHEETDEVI I ENDLELELT, B
EROERI IR L0, WEMaE 7Y T
DEFTEBENDINLEVSZEREL NS D

FThy T,

AL E D 7B & diffuse plaque TR D B
S ELHPOBEILE TR ADREVI T E
KHOERoTEND ET,

#H=olio, LKELREERE T ORRHR
FHLooHD LT, #MfERWL Y 7TORED
[EE ORI e » e O T fERANIE
BIOREVCHIHRAEBTEYET, 7V 7 LM
BAoOmAOEAT, T LEANERINS
TREMED B B DTV & B 2%, il
B RRHF T ET,

a-T7VvFFE M) S D HERRD BRI
DEXFLTH, ZRINLBWHETE, FE PV
VDR FRI BEZRD X 5 TTA, FEL
VS vEn, BTG Y, 8% XEE
ENREOHFRID 55 LEIRTEI ET, WT
Lol b RERHPLLIBERIMMTHLENE
5EN, STlBARPTHD 32, i (19904
3 A) Nelson 525, itk \\Car-7 vFFE b
Yy v OBEFCELFLCEREYREL £ L
T, ch#wz Y sy (Clipsin) &40 TED
9, chBFEPY v e T2 FuFT
—H LS ZENDRARTARABMTHD 3,

LS, 07 VT VINTED X S effl%
LT\ BO0, F-APPOEMTE X & 5 cBdEL
TWBPEVD LY EOBRE S RYES S &F
2 ET,

ZARKOEXF LU, ZDEIPVAWDHTE
NHHDETL, ThhbLAREHET fAPP O
ERAEEINTADENE T bbb TRD
F, Pead2lUEA—R—FFFAFT 4 AL a
—5 —2 (SOD) 5, 70 —F a0 LBk
T A RERFROER YIS T HEETE
L oC B b, 7V -5 a0 LOERK
LW oz LA EEIRTEYELT, bh
Bk, COHENGLT7 T r—F D TED
¥, Elo, BABRIIZZr BT I =0 5058
FHTCWEBEREIR, 743 =27 20HE LB
DEOEET,

LSHIA LS TENODOT v —F RN ELE
2bhET, b, BABMECOWTORED Y
y 7 ADW O BRELVLELE LK,
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Recent Advances in Alzheimer’s Disease

HEHEARS TR HIEERRN ER
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1. FL®iz
ARSEBEHELETOR, 742 ~f<—FF
WRoBEOES] LV IEAR s TE b ¥
To SR, ROVOL OV 2BREELE
LT, 73imAg FEBOREELLY EEWET,
W OrOBEHBHBD D 45, FOHE—~DOHH
I, 7img FRTAY 1 <= (AD) o7
DIFE & LTIRIEHESL L ¥ L C, pathogenesis (J§
i) ZHETADIIRT I vnd FEBHHN
XRECSEBRPIEFRCEE - T ELLLTT,
UL, 73 wA FOFRIANS RS LI
HRESLHOTTE, &, BRIACHY 7,
ZOTOOBENDL, BT I v FERPLR
BEHELOVELET,
FRMOREIL, 73 v F Lz v il PHP
NED L IO MBDN L5 BT 5T
bLOAELBMN L FT,

2. 7B E

Z it AD OB Bodian $4a ¢4, 2T
BEENCOORENRRET, —0Ii, 7
Yo = —HRFERMEEL LV OIRE L, 15
—DIREABTT, ThiL, neuritic plaque &
Vo ThWbnind LRERAD, FikL - mhigse
BREBELTW330TT, ZOFLKT I v S
FAHD EF, 2hdidh, Bodian Y ¢, &

TR RS LIAHNT I A FaT, typica
plaque, # 7=i% mature plaque T, % DR
2EpE L7 it sl AN BB L €\ ¥ 9, Neuritic
plaque ZFEUNE S,

CHIEFA TSI E VS LRI AR THDI
LOTFE 1), #4795 €y SR
Timg FEjunid, bboHA tangle 5D
%323, tangle IEH-XC affinity 1%, ka0
KEV, ZOL ko EEAESEFCDIXY) K7 AF
YOHFENTT, =D typicél plaque, 7 3w
A4 PO a7 3EERCEEEY R L TEY 7,
A% ¢9, Intracortical vessel 237 3 = A
Fad o 7o c3, = hs diffuse plaque & i
hBHDTT,

IC, 7iIvg Fa7 bEEL CRETRET
L, EEMN 3~ 5mm Oy LW BT,
R BIEFREC Ay 28R T D, THHT 3
wA F a7 DT,

3. BERAODORR

BIP7T 3 v A FOPIFROMESR L\ 5 DIFSFEIC
HOOTTH, TOFRT, @EHET Il F—v
A CHEHZE L EE S H T, G.G. Glenner 5 AD
Mz bhsd B7 v FORROBR YRS ¥
Lize 413, EEmMEO7 I v FPRREBELEL
T, EER-IAbRWE — 2 & 2o, FhE

*Yasuo IHARA, M.D. : Head, Department of Neurophysiology, Tokyo Metroporitan Institute of Gerontol-

ogy, Tokyo.
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#£ 1 Amino terminal sequence of B protein (Glenner GG)

1
Asp Ala Glu Phe Arg His Asp Ser Gly

20 24
Val Phe Phe Ala Glu Asp Val

10
Tyr Glx Val His His Gln Lys Leu

Y= VAL CT, SHRARADLET,
1984w BBRC il & Uiz, £DEAILH4, 000
DT RET, patial O —r v 2R 1HANS
4FBAECEINELL (R ),

I ERRTRIBEFERHR SR ERA
TL, bad EEDHE, b PHF 2% 5Tk
b, TOBEE I Mo TETH, fEAID
BOT7ivf FEREVD ZLOFEDPRED £
ATLIEDT, ThEFERLTBY FRATL
72,

SRAMTARTER S hHl Lc o, 19854 C.L.
Masters ¥ L 0% K. Beyreuther O 71— 7537
IR A VO a7% HEELT, Tha (BERAL)
FUY =7 v AT b EWD E ERBEL
TerbT¥, ThThrCEREEDTET,
Glenner [ %53, Chemical study s % LT,

TELZZ MDD 7T 3 oA FORGH LW Ew
5T EHRLIBTT, ko hi fEB LS
S L, BEADEZIMOBEEL, ZOEMHEL
B pleated sheet HTH EEHIEH S W5
b/ bhicoTT,

2T, BEANMAT i FOavE—x v
FHLWEWS Z X, Fh (BT ©
HTLHRAECTAD AR ETE, 20X KA
NeGeg b, ZOZELbIk-ZD LELA,

FEBECR-L D Lz &, 5% CHYEMG, F
felbavd—Vvy F, ¥4 75 TCHED
NicX 5 T T, EEO7 I v A VI,
o5 FTREBED Lith oo Longe s 5
LB EdbhoTel T, BBERLRT S
LOVEYHD TT, ZOHITE, KEE 3B
L4EEcERCREE T ELTC, 5, 63



7 A R DR D

K2 AD OB LT F FPEGRE

W COoEd2, coXdins il & &R
LET, D) 5 IERIT extensive 24 T
¢ %, Zhid immunocytochemical 7ok Ik
HIEREIRATT, §FTR-Th e ol
WENRZ CE bt (E2),

4. BT73I01 FOKRBBEK

B7 s oA FPOWETHERBLREIIL 2D OB
®2T7,

¥ -3, normal aging, ZL AW/ -» T B L7 3
rA FIRWELET, ChIZBETRLET,

T B T YA 7 =R, Thbb v VhE
B, ZAUXBOfRLIBETA 7 S m A PR L %
To WMEZ T BFEFED O GIEM E13EED Ltk
<7,

Fhot 4 FHIZ, Z kil Dutch type & Here-
ditary cerebral hemorrhage with amyloidosis
(HCHA) ©%, Zhit, mMEIH7 Ivg FH
BRERELT, ¥Y—4r v ARIRT, Mriep
EHE—HTHENbrD % Lk d, Dk
SE, 52k point mutation MpH D EWH I &b
nhE L,

By o E@EATRET, BEADRET Y

# 2 Conditions with- f-amyloid deposition

Normal aging
Alzheimer's disease

Down syndrome

Ll o

Hereditary cerebral hemorrhage with amy-
loidosis-Dutch type

Lipofuscinosis

o

6. AV malformations in the aged

BAEOAFHCH D L5 Z Ebhh T LI,
Lil, BEMOEET L FAD(familial Alzhei-
mer’s disease) DJET L IIES L5 2 &A0T
SHEIhFE L, &z HM HCHA T, %0
FREET R SHEAROBETLO DL L
5 linkage analysis OFSEAHE Lz, »y FA
27 N8 Y, Zhil f7ER, precursor F{EH
Fm % o, Fioik promoter O FID R B
& 5HETT,

F1LT, DNA DY —r v Ahb BEAD 20
Bo7 3 78 mutation 2355 25 & Eavds
b E LR,

VARTAFVIEBEEADRD D EVCIRENHD
F925, ThED g o EHFERL T T KX



EEWER R & TE—PR—

Vs, BEETONTER IR IV E AV E S,
Fhnb 6FEH, LB RS M R

TIHRBEBEC - T 5h O TT 2, LAD i YKV

CNS » AV maformation, = Z 12 S EMNLILDY AD.

WELTEXES, TThrb, &kl 5

DOOEBTHEC BEEMITL 2 L5 & Lt
HBRCWEF, COL5ik, BEADIHE L 5
.

5 DINIRE RS D D E T,

AR, PERAYFETAHEMRCIzZEh b &
F. 2R LT, PHF 2EET LRIV
DIEER Y 7By T, PHF BHFIRLHL

extracellular domains

PIRMIBE 2R & - A s\ TR I EmE e
a5 LBV¥T5, AD @ pathogenesis % / £
BERT ST, PHF 26Tl T, BEMH / §
DBBDDONHRES S EBGET, ChETE / :
B S b T h b, / £
CHO-¢ II g
CHO-¢ /II “« I E

5. B Em=HIER{E (APP)
Glenner @ — 4 v ARH T3 <, BEEMEK

HO 7 v —= v W E D ¥ L, 13, Glenner i
»
VI EIEBES L b T T / M

I zm—=

73, Beyreuther B0 74 — 7 OFBRHEL 2

B2y Sk Lieb e, Fhicd 4 BT H g s KK

A THAIMKEOME D 72— 7 47 8 = 85 coon cooH
o

L ¥ LI,
& 313 Beyreuther 5D 70— 7D 7w —= v 3 APP-695 & SEH

T ORERTE APPIY, 695585 D 7 3/ b
- T\, i membrane spanning sequence MH T, FROIHYHINTL4 0007720

BHEDENS T LR E LI, 0Fh, & 1HH LEZ BT TT,
Bk E (APP) 3EA T, 1 EETE L2 E S
LTwEd, Z2icKKK w5, Jounzo
DIEN o TNE & & v ARH D ET, Zhit
cytoplasmic domain OB CE, TFTnb, I
IR, THHARIREAL LA S 2 e
b otebd T, £ LU THEEL, Migstees
BT, Z220bd EHRECEAFTH &
AT ET, BEABHIL, 4208% 7ii43MM
MO > TWELT, CRMLLIEThD Z &5
B ET,
BEHMEVIDONT i af FORSTHD L
5 & L A9B4EED H19SKER T T o T X ¥
L, BEADHTREIIHNL 00T, 5L %

Fr, %, B precursor( APP)

i, precursor L EATTEALEA I MHEGD
ZETC, re—=v B LT, APPRICED D
DT, BEE LGS OILEER APP OBk
DHHEL TN B LD T Db oD TY,
ZHBAPP ONKMNLBLCKEFTT, KK
BB TT, SEAEVD DL, ORI
DEZDOFEHNETTT, 207 AAFFEVEMD
BEDELC, Mgt (Vbbb ED)
DD, Thob filEofo domain 2%
B,
FFIRBBEINRZENZD LS
L, EoBEAP TR TS, Fhdi—D BER
DM, BEoBEAF TS EWV5C
ERHEBTCEDIVBEIRA, TRTT —ERES



TNk ATTND,

Beyreuther (XX 9Fzlhtb g &, 8
EEANTELRIFTH ER T HA0 damage
BT, BEREDHKEDIMNTL EH LKk
-T, WhboTidicwh LG L bl T,
APP o4y iiH (protease nexin ) 23521316% H
T, PhicbDTHBH LD ERRELMHD %
Lice £5\5 2 Ehvbhhn- CECHDTHERZR
hELL, 2% 0, TRTRINisWEZHTY)
T B, e 5 &, ¥R h i
Wi A TR, TR ERMBE T
PEV B SI D OOH D ET,

APP T, Bz &R L F Lch, RO
DI 695 HHD L DT, LD 1HERK, 1 v —
PR AT APP RO D ¥ Lic, HATIHE
b oder &, 7 2 U H Tk Tanzi  Ponte & 7
N— SO, FOA vy — M6 TT
B, BEBEMIERICI - T E LT, Thid7Rr
F7 =D v i~ LIEFEEE homology
BEHESTWDHE LT E0b D £ Lk, R
APP iy, 6958 DL DL, TB1EEDO LD L,
TIOBEDLONRHD LS T Lo TEE
Uiz, 751770830 APP 34 ve v a —D
— v AEF ST E T, Bicdin bk, SR
FTRFT DL Ve ER —DEEPHH T Y
AL F Lic,

T, $ETOZ LGEBRTLDLORRTT,
Fe 2R AL EHEINRTCELT WHN
Al Z ED BT TTH, KYBILL s s
5 UHENDBRE LT, ThD—D2MF4 T
T

Thiy, MebEmS A L - TEE LT, APP
D CFERICSET % HiffC immunoblot # L7z $ @
CF, EHLETE, Zo0AVERAHTEEL
2o ThEv—rvALFETE, =0kd APP
D (VT FARTFFHED) NEEDY — & v A
DHETEE L, 4 vk X —OFWHHT 5
thobh T e, O OLLRED ERA, T
DAV IFRETIERA, VDI EE, BED
S —FEMNTIOR, Zowr»7B1HE, 2L T—%&
THew BTz EBbhE T, TTrb,
DNA 7 r—=2v 7 b BRI L 51, APP
o isofom FIHEMCEOFET AL WA T

T Y s A = = JRIRGEO BE O S

200-

130-
97~

68—

43—

4 Triton X~100 #[#§4LiES @ immunoblot

LW, Lnd, FOIBLIOIf e R —0Y
—rVAERHSTHDHEH LW Ehvbhoiobhbld
7,

6. APP BiZROZHM

APP O dE B A T, S¥—7 2%
TwFE T, LORT, FOUR—F Iy 7 AT
Dk d Z ERRIIBNE T,

#—z, differential expression "G, i &D
3fEsEHD APP, 695 & 751 & 770 vk, —DoDERE
FbHoHENT, 2hEfbEhTE T,
Zhit alternative splicing L\ \E325, T h
BAHEBIC L o Tl b BV F T, MK
FEIER B c LT, S, WO Tk
695HITIT & A LTV D TR, AT 695 23
—%2% < T, TSIEIDNET, PEOTIOMRSH D
¥,

Differential expression, =20 APP O x v &
VY =l AD Tl E b Thinh k) 2 &
WEE» 7 ADE1LHFHTT,

#H2EAW, o APP o secreted form (4
HY MBB LS Ehbh F L, HEh
DT B ED bbb L, Thid
WA R\WT, TrTFT7 —EOREORHEY



BEBR R RFE—R—

LTV BAKRSS EEZLRTHET, BaD S

w77 — RS b k0, MiEsrE b
A ve s -5l T, HOORBEO S =77
—CEEAHEILRABLCVBEHE LB T
¥3, TF»nb, APP o differential expression
DT, FHID 4FE - T, AD Kicb ke
BRI TED B by

BRBEHEO7 3 v FIEZhbHRRLTET
WEBEDh, MEHDXTWBEDNn, 7Y T7ThbE
TB00, Fhiloa—ryhbE TW5HO
i

Differential expression T3 7%, ZRIZEW5
WAHRBRAS D ET, 695 bl Th
%, TIORME Lt - T d, %5 Tk T751
L6 DENEL It Tw5, il &b Lz
FIEDYERA, THEBLOHKESH O£
(F3)

BEELETRIZCER E A sV F
T &, ThERBEN U ER QR AFEF T o
WS ETT, B, APPD X vy 2V v —D
ratio 8 L 0% level BIL TIL, WEAZENIEEK
KEVEGLS Z LMD D0HY T,

R, P L SE- T BEMRTII- %D
LB o T o Tt LW S DB FE L
ELVWEBWEST, 20X BriHTEsL
7o C, expression DFED I NAHI1T 5 HHEHE
THDHDO T & 5 B HELDOD D
FTT,

Z s APP o secreted form ¢4, Z D secret-
ed form R E 55 HTHEE IREN &V ET
L, Th BBAOWIA 2 EDSBVEALTHS
DPEVH T LT, R, MR TILELS b
S TWERAN, BLOLIEEMBEIATIESS
LEMI T T, ZDI5FKE, /A& vD
LoATHRhET, SInbETHMBEDES
B ¥,

Euvd Z 2k, secreted form 27 iwmA Fo
BB CEBEEE LTS TR T D £,
TIinf FABELVSIDE, 7AAATE VM,
LIEE DD T,

HM3IBAD Yy 2 ATT, T, FEAILY
B B0, METOH, =o—mvitd
o, ZV7h0d, ZRFHECREMELTHE

#*& 3 Differential expression of APP mRNAs

1. Selective decrease of APP-695
(Neve et al. 1988)

2. Increase of APP-770
(Tanaka et al. 1989)

3. Increase of APP-751/APP-665 ratio
(Johnson et al. 1990)

4, No consistent changes
(Koo et al. 1990)

&+

MW k3o K #FHL G. G. Glenner L D.]J.
Selkoe “C5, HODOEWUWRF DB L, DY
1255 EBWET (F4),

74 A5 v NIz cystatin C amyloidosis & >
HIREAD D LT, ZhiIMOomELT v A
F (cystatin C) HlcgF»TCEFLTC, HMHMm%
FC LR T, L&D Dutch type o g7
I FPERICES b D TT, TT ATV FD
P&1% cystatin C @ variant form (point muta-
tion DHBLD) ek ->TEET,

ChiEBEBOWEIIFF I LT E T,
HHEI L, cystatinC o7 i v F—v ARE
WO, MmEoHFo variant form 2APEE 35
EEZBRET, LW 5z, BEALMEKE
circulating origin "CiLin\ s &5 & & HRIB -3
B TT,

Fhinh 5 —0uk, T BEE I
FHZERDVEBINES 1, BliY, EE XL
feE D ¥3, £hk D.J. Selkoe iLFE < < B Y
ART, AD BEOEB BRI LIcbY Ty, ©
5L %7 &, B amorphous 7z BRI DOUE
BHBHB LV, LK, NG & KB O microvessel
LI, BEBADOWEDLDD L5 T &hvbh
hE LI,

Zhi circulating origin OAEELE ULCHLY I
Fohtwid,

F=2Y, B7 3 rA FIZiX circulating protein
PPELTCHBZEREL B Y T, £O—D
%, amyloid P component “‘¢3, H LinL7h,
aj-antichymotrypsin (ACT) L ZDOhiCg & h
Db LhERA, ZIULME T CIER CRE
B ERambhThET,



% 4 TFavoring circulating origin

7w = RO O

#®Y5 Favoring neuronal origin

1. B Deposit in CNS vessels is similar fo
Icelandic cystatin C amyloids

2. Extraneural 8 deposit is found in skin and
intestine

3. Several circulating proteins are associated

with 8 amyloid

ZD Y 5z kS circulating origin e DR LI
T T F3,

CSF T, & = CHhiz APP o secreted form
NIWEHD D LRI T E T,

M TR E S 2y, MW ThH, 751 B> secreted
form L5 AR, &) LE L, MK
eI 695 BL Ao - TR Y £ ¥ A,

P H—DEo ED LT XD, @ circulat-
ing origin L\ g3 &, plasma FE 2 955,
LAY APP o secreted form %o T
WhHEWS Z ETT, i/ a granule 232
BT A LS I LR T-ED LELL, &
WH Tl MRS EE R i dEsT, &
75 < & % secreted form % & FFCH- & Hi-3wIEEM:
ViHayd AT, 1072, secreted form T
b BEREADIE LR T b  EHEOBRILR

1. j Deposit is found only in brain
2. mRNA for SAPP is abundant in neurons

e,

BEEEVGHIDIE, =a—vrhbiRLTE
Tw5b, Ziutd & & Masters, Beyreuther »
PIBZ T, TOREWI 205 D ¥ 3
2, UTFOZ o GBI & BV ET(KR5 ),

¥, B7 e FikfilE v o Th, MM
S BIET S, bHbAARB L HHBEE
HEhETd, BENCEMBECR) 2¥A, b9
— DY, APP DA v 2V Y p == 2 —r VTIE
SN, A in sitw hybridization TH~ZE
FTELAPP DA vy v Yy =G EAE S 2 — 8
VIER S RA, Zhb oAk ERBENcE - T
wET,

FRERIIIL S D X 5 To & E MR IR » T &
T, B5¢k MAP2 wxi¥abifk& & & CH
e geab - EATT A, 20Ok 51 dendrite 12
—H LT BEEANERR L S B LT 5B
DELRDLZEFHTEIH D ERA, SEADNR
#H dendrite Lanie b HERBEGRTE TV 5

K5 MAP2 & BEHOERAR



FAEMFRIF R E— R~

RNz i BEZ B Db T,

BB, bobbBIoboT, BERFOIN
05T EROBTT (R6).

TR 7Y T ORNEREENES S EvS
&Y, HIBETHEFTCERERE AN LT T
<73, diffuse plaque P§o amyloid fibril O % %
LIADREIED = 2 —AE AL, dendrite 255,
OMWD A WNWEWS R FTT 4 T EB—DDIR
Wiz > TEY T35,

35—, BEAODOHEE DS HDO D, subpial
¥ L 0% perivascular deposit, & Z ¥ astrocyte @
foot DHD & ZHTTR, ThiLs Y7 (astro-
cyte) L L TEL D LIEFECHPLL TV,

F b apantichymotrypsin, Ziiid &%
LIMEER &L TMb O iohid T9s, BH
T, 7AMrHA PR—FILIBHELTVSD
Lv, Bk, ZABMOEBEO7 A evAf L%
BCRBELTHE, W5 Edb 7Y 7 (astro-
cyte) DREEMIIRGEA D a0 D & LRI
HT&E L,

Z kit subpial deposit # iR L1z d D CTH,
= MMOEE, & kil meningeal vessel TI,
COBETEERENMELTET, 22idbxd
ET7ALRY A bPD7y FPAFFECHCEE T
W5 & o AT, axon, dendrite IXFEAE LT EZ
BT,

7. AD o pathologic cascade
ThETCBDOELLTEE L, WX PHF &
DHRT, TRESBLBRCHEE L LTHEHNIDD
MEWR T EEBREL 25,
COMBREHCERETT, TP LV ET
L, ENRELWIFT 51T 5 25 pathogenesis T
WHRSES L b T b, Bubid©d, RHN
KPR E Y, PHF L7 3 mq ¥, B & fau,
EBLHRENEVD Z EAMREOFHRSTETS
L CEETT,
FROBIIIE, ¥y vERBEMEIb R ¥ L
too U VERERR, 00BN BT T 2EL
A E AD DRIs b E1, BB F v VIEREES
FRET D0, KE20% PN X TED ¥
T, B ED%EFERIL Ui\ bid T, ik
¢ LA FHEEMIIL 1009 AD O in b 3,

6 Favoring glial oligin

1. Neuropils adjacent to amyloid fibrils do
not appear to be dendrites

2. Subpial and perivascular deposits can be
explained

3. ACT is most abundant in astrocytes around
senile plagues

WD EiE, BERO XY VIEBRREOM AR
hE, REOE|BDORGHLLETTT, P
QEbBEtan CBLTEDLBLARICHTL 50
BT TT,

A FY A0 D. M. A. Mann O & }¥io
bOTT, ERE 6RO XV VEREED B0 E
TRSTEY ¥,

Diffuse plaque %, 30 <HWTH 5 TTW
%, Neurofibrillary tangle (340 < BV as B HE
LT\ &4, b b, congophilic angiopathy, &
N BA0F AR I —F B T %, B4 diffuse
plaque & LCHETHDOR—BET, Thhrbd
fauw 2 tangle &+ U CTH T < 2o»n2%H,
congophilic angiopathy %, & v viEZEIRT %
BOB—FBREEBEO L EWd o kbbb ¥ T
(B4 6),

Tk, chai—o ADR, 7B hed
TREDDEI LD Z ERBERD 7,

RICFTOREAER v & — O HFETIRA%
B LR TT, FFERCT-h Lz Lk
hed, &< oFFREEOMI, BRERL
T ETH, tau 3B EAEBRL T iny, Fl
BEEC-WET L, POERRILRY AERK
BRREBLRDATTE, tau FiehlehBERELT
Wi EW 5 ki b E Lz,

kb, &7 viiE ctHE bRl pathologic
cascade 13 & VIERI T T, —RDEA,
ITNRPHTAY A v —FFHRLHEBTEDL LD
ZEDbhrh T,

8. MEWHEFOET

6 Pathologic cascade of AD



XT, BREOBE T, 3, —k b lau
ESRSTDIRCDIESLEMED Z L D\IE
it h ¥4,

FZAOEIRRIEO NEHEFIIFECES LA
WHEERARLF LI,

Z R T newborn rat @ cortical neuron RZE
LT, ZRIIEWSEM, £ h o b AD oD
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Relationship between Cerebral Ischemia and Dementia
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Clinical and Imaging Diagnosis of Pick’s Disease
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ik DSM-IIIRY 235 < VBTV b, ARDE
b ey, FRAPET2EECETIRANE
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— (HDS) 235 By bR TW30, BT
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WEE L1 oBEREESRD Y, T, ARk
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LERMRED T = v 7IEEN FET D, LI dio
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LETIEE OV O EEEIC AR TS { LEH
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OIREE, B Bk Parkinson RO BB A ET DA
FAEHRLIBALTLVE SR LT hiE by,
BB T B BT, BEE TIMER
bhEd DD DEENELEERIHLLT
Tesote b, WO I i fEC 3 E R A5 e
Ve, Fie, BB MRMEOBRENA DD &
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Disorders (Third Edition-Revised). DSM-III-R.
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(PETICOWT

Positron Emission Tomography (PET) in

Cerebrovascular Dementia

KERIMMEREE ¥ — /&

BN R

. FL®IC

Wi LRI DB N e FB LI b, FIREERED

Bolt, O RBFHEG N LR &5 L B, KU b ey CT ZRPIIMERRHNE L T
feo =7, A b wryv CT(PET) MO R Frkie o imaging VB RTE D, 7AY 17—
HERECREET 2 HETH Y, FAMKBOL S DY TTAE - MBI OERABHE To ke & &
RO RRERIRE B & 7 D BT, £ 0% hTws?,

x| AFEMOEEE R L SRBEO KRB ER P TS M AR (R &
EERERE N=12
CBF (m//100m//min) 44.1 * 5.6
CMRO, (m!/100m!/min) 3.1 =+ 0.4
OEF 0.42 + 0.06
BRI R N=6 JEFREHRBNREAZER N=11
PAZEM JEEAZE R PRZEM JEEAZE
CBF (m!/100m!/min) 24.2 * 5.3% 27.7 =+ 6.3%* 31.0 =+ 6.0 37.1 * 6.1
CMRO; (m!/100m//min) 2.07 £ 0.52 2.23 & 0.41% 2.15 = 0.44 2.65 = 0.37
OEF 0.47 & 0.07 0.48 = 0.06 0.44 + 0.07 0.44 % 0.05
SHRIEEMERIRT N=11 JFER LR/ EER N=9
PiE 52 HFER AR HHERR
CBF (m//100m//min}) 30.2 + 2.2  32.9 £ 2.3% 33.7 =+ 2.4 35.5 + 2.5
CMRO; (m//100m?/min) 2.17 % 0.45* 2.31 + 0.08* 2.55 = 0.25 2.62 + 0.32
OEF 0.46 + 0.10 0.45 & 0.08 0.45 & 0.06 0.45 + 0.06
BIRMRE N=4 JEHIR S R NEERE N=9
FEARTR BAER piTe 524 HAPIR
CBF (m!/100m!/min) 33.2 *+ 1.7 34.4 + 2.7 33.7 * 2.4 35.5 + 2.5
CMRO; (m!/100m//min) 2.59 & 0.39 2.67 + 0.20 2.43 + 0.27 2.52 * 0.46
OEF 0.45 £ 0.07 0.46 + 0.08 0.45 + 0.06 0.45 + 0.06

B BEREE L FORNBIEE RAFLEFBIL, *; 0.01{sK0.05, **; 0.0l CHEE, EHILL0.05.
£IEFiE R RE O CBF, CMRO; {EIXE#HRED AEEREOM T NTHEEED D (££0.05~0.001).

*Kazuo UEMURA, M.D.

: Director, Research Institute for Brain and Blood Vessels - AKITA, Akita.
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Care for Senile Dementia
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Rk, WMARIMBMBEZOEE L LT, UEhis
EZEA—BROBER L ZONLEALRH D, FOX
ROBNWHERE R Ciad, BERERELT
B h, ¥, BERNRERC L D SBOLEFEH
FRDIEERDEMNTH SR BTV e o T,
FRBENERRBE L T, W F CHRER
—MHFHBRETHRAZIR TR D R Thot
25, bAETY, 19866 [HFME ARE#EA
M RREL, 198TFRARIEERBTE L
WMEBVHEIND 0L, ZORIEEEDI-HEN
NS (A D

SENL, ThooBRZ R, EBEMERDF
TRDWTHE L &dREd 5,

2. Cure & care [ZD\\T

B, BEESBREBT, cure [TiEHE, care ik
il - BEIRIEL, BEIEZRORMNRE, ~
TIXEDRUMOMEE L BIRT 5 & I T B,
KRI1OBEHICL D L, care DARROERIL, H
B n S ORIk B A % L, cure (% disease
L patient © care ODFERE B OB LT
treatment 3% I T5BD, T b b,
cure HANEBRLBELOEMEL 2 b o vEL
TR ERBHRLT VS, ZDZ &b EEH
BT, cure & care IXEICHEEIL, F—xr &
Rx200RERKLEZBND,

8. BRAEOMIE LR

FiRMEEANORIL, T2, SoBRICLS L,

R MM A 7 RT 5 — VAR

Cure

Care

I. 1. Care, charge; spiritual charge. 1. a. Care,
heed, concern, to have (take, do, etc.) no
cure of (a thing) : not to care for or
regard it,

2. Medical or remedial treatment. +5.a. The
medical treatment of a disease, or of a
patient.

O. A%

I. 1. a, Mental suffering, sorrow, grief, trouble.
2. Burdened state of mind arising from fear,
doubt, or concern about anything ; soli-
citude, anxiety, mental perturbation ; also

in pl. anxieties, solicitudes.
+4withouten care : without doubt. +to be
in care: to be troubled. anxious, concerned.

I. N3, 28

*Kazuko ASHIKAGA : Professor, Department of Social Welfare, Tohoku Fukushi University, Sendai,
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w R

& BRI
BBk - 333,092
F R BATR AR S - 554 (0.17%)

1981.4~1986.11

X % & A 1981 | 1982 | 1983 1984 1985 1986 £t
bl ® 22 13 26 56 84 17 218
EE B E R 6 2 9 5 27 13 62
Alzheimer 20 31 25 29 66 11 182
B4 it B 4 o SR 2 10 5 29 5 57
BB M m R 1 1 3 2 7
& (52 2 3 3 10 21 10 49
Hi 53 59 68 107 230 58 575

FRERR  BEPRE, BEEHER, ZAMEE, ZMERR. Alzheimer : FEFH R, WEMF R, Alzheimer
o BT MR, £ RIFERE, MBRECEHR, RETHRE KB TH&R, Binswanger
Fo E 1 ZW, BAET, EFHE A, FREEAEHEERTRSE (1987),
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Dementia and Sleep by Polysomnography
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DEMEERILIRTHT T B,

NP 51440 SDAT (BH:84, w64
52~83i%, F15969.3%) oW THERL, EED
EHEANSS (Bth124, Lt 64 66~82x,
SBT3 L OHEER{T (), SDAT %
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B EERFEALBEARN, SERRFOERORRICET2EROLE G

Healthy aged SDAT One-way
n=18 Mild dementia Severe dementia
Mean + SEM Meannz'?SEM Meannz7SEM ANOVA
Sleep latency (min) 17.8 =+ 22.7 14.1 £ 7.8 13.6 = 12.0 NS
REM latency (min) 94.3 £+ 45.4 87.4 = 66.6 105.9 = 40.6 NS
SPT (min) 485.8 + 84.1 508.5 = 64.4 511.5 = 94.0 NS
ST (min) 387.9 = 70.4 350.3 = 112.1 353.9 + 120.5 NS
Sleep efficiency (%) 80.7 + 12.2 67.8 = 15.2 69.0 + 17.2 NS
Awake time (min) 97.8 £ 67.3 158.2 = 68.8 157.6 + 101.0 NS
No. of awake 56.5 £ 25.5 93.4 + 59.2 37.4 = 18.9% $<0.05
Mean duration (min) 1.9 £ 1.3 2.8+ 2.8 4.8 £ 3.3 NS
of awake
No. of stage changes 236.9 = 96.9 315.3 = 157.5 128.4 & 49.44% $<0.01
Mean duration (min) 14.1 + 5.9 11.4 = 6.7 9.1 = 2.8 $<0.01
of REM sleep

4 p<{0.01 : compared to healthy aged, # $<0.05: compared to mild dementia (one-way analysis of
variance followed by Ryan’s ¢{-test), ANOVA: analysis of variance, NS : not significant, SEM : standard
error of the mean, SPT : sleep period time, TST : total sleep time,

60 80 190(%)

Healthy aged

62.1

SDAT
(mild dementia)

61.3

SDAT.
{severe dementia)

7

B3 HEERBEEZEALBERAY, BEARPFOERBICET sEHOLE FI)

YW stage 1, []: stage 2,

stage 344, §§: stage REM, ;i : stage indeterminate NREM,

==: stage REM with tonic EMG, 2£88: stage REM. with sleep spindle,

BEFRER (WAIS © 1IQ60~69), &EHFHF
(IQ 60 ki) D 2WEHTTHHA LI L5,

SDATE TIL, 28 L LEEIRA)Z (sleep efficiency,
# 1Tk TST/SPT THH) 2ME<, HBHHER
[l (awake time) DI, HREAE DTG RefEEF
i (mean duration of awake) O IER/r &, FERE:

OB ED b, REFERC OV TCLBE
ERBETHBEAEAD N o, %72, REM
BRI OWCE, HRARDZEELC L 2 CHjsT
REM #MoLRE A, % stage REM O JFAME
) (A HEREL6. 0%, WEEHIATL4.2%, BEHRR
13.6%) H@EH BRI (BE3),
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Left £06 M AN S A M A AR WA A, A per

Chin EMG

3 $=5 0.5-35Hz

seconds

4 Inderterminate NREM sleep (Reynolds 517)
REGIE SDAT D628%, #tf, Stage2 ORHEYRL T3, BIRNIIFESKEA L KML T 5,

SDAT D BER A L5 E NREM BEIRO R,
BEDWT, BRI, BERMO KR ORI
BT RMEEOEME, ShdDBETITM
NDOT7wFra) BELLIBL LB,
LW, BIMZEEEIRA b KM EAE G 50k
BCBERT 55 - & b HEELWREEHEDO—D
W7 wFAal) v TChHarI &b, RilNEESRD
BEEL A LORE TR LT D ATREML B
5EEZT5, REMBROERECH L T,
Bliwise 5113, REM ¥ NEHET 5 E 2R3 5
DIFDOE MR (pseudodementia) & @ SERINC ks
I % M F iR (biomarker) & LCod 4 A i
IR B,

WO Tehid, DLERREROBRHRT TH B,
FEER D ERIRE & LT Bliwise!” 1%, HiAREZED
FEIERRE OB & LT, aiGB0 HE RO,
BREDOHEMR AR B, O DRIR & HEOK
BEUSHELSEEID B2 LML T35,
FREHARDNL, FEH - B GR O REIRRE
DR E U T, BEIEIRSEN, KES, MR
BLORBREOHBLZL L, »oEIEETHS
EHREL T %, Reynolds B %, ZD k3
T REMRAERD: & KA % RINT %70, stage?
EBBIE L Ay, BENSEY B o ¥ 5 25 A 8 7c
NREM KR % “indeterminate” NREM sleep ([
470 LIERRL T B, BRI OBEFE T,
EEHRARFEC indeterminate NREM sleep 234
R H R 012 2% 1 BD b, 12, Thll
M, REM ERICHLT SRERBME CH D b’
B, BEEO Mokiftlisy s stage REM with
tonic EMG (0.4 %) %, WMk RiCREIRSHER O
HI 3% stage REM with sleep spindle (0., 8%;)

&\ o7z stage REM variant'® 2338 5 iz,
BEMAR TILZ O X5 AR UICERLED 5
hy‘:ﬁ 7}]) A 7"\:.0

4. IEAREREREEIR & FR

BEARHFEEFE R LR S 4 7 » — X RVn & AVE4E
HTHEINT 2 2 L0880 b, HEIRERENT R
VR10F L B Rt 3 % #h & 158 1E SR IR b v ) 10
CHBT 20T, 60U TOHS, BEROBM
Kl b7z b DIEFRH (EFERIEED 235 Ll Lo
BRCHEBEEINTW%, COXELHEB T h
i, BElE OB TU~67%, LT 0~329%1
R OIERIFETR A 72D 5 L bh T 3
(Smallwood5'), ¥ =i BE T, FEEA
L0 HERBEFEROFE A LWV 3 G 04%
< (Reynolds&*”, Erkinjunttit?P), X &gl
IR R o L BUSE R & iR OEIERE & M
B & BT B0

FNP DRF5EClLL, SDAT #1445 T42. 9% 5
%64 (B44, TH24) TRV TERR
58 5 DAL OREARIFEAER % 38 9 foo 2 hueswt
L, IER SRR TIL184Hr33. 3% @ 6 4 (AR
IR AFED D ic(R2), MEIRFETRICIT=
DORMH Y, FREEE G S R E,
RGBS D, LRBESAELBEA R
DEAZER, RN DIEE D EHERMBTT SR
BFRCHEIh T, P ok, FE
FEANTIIPRABEALO S DN 34, PAZEIER 2
%, BEHEBM1IATHY, SDAT FECILHRE
B 54, PASMEI 14 ThH-T, SDAT FEC
AR EIDE G 2L <, R AL B o e R
BRORENEFROFRE L CEETHSZ &
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R2 FEEEEBALEERRE, RERRE OMEREEPICBE T 5450 e G

Healthy aged SDAT
n=18 Mild dementia Severe dementia
n=7 n=7
Mean + SEM Mean + SEM Mean + SEM
No. of apnea 34.7 £ 61.2 94.7 + 95.0 21.1 + 13.5
Apnea index 4.8 £ 8.1 16.9 + 18.1 4.0 £ 2.8
No. of apnea 47.6 = 69.8 135.4 + 112.9 37.0 + 21.6
& hypopnea
Apnea & hypopnea 6.9 = 9.1 24.3 £ 20.6 6.8 + 3.8
index
0 <Apnea index<5 12 3 5
5 < Apnea index<(10 2
10< Apnda index 3 0
IR X iz, Teh vy v10g BLO7 4 VAF 73 v 12mg

T O X 5 SDAT I3V % Rt AR 4 o W D R Y
BRD, EAEEREE 0BG LA, RE
BTHRBCRALERLDELLR, b,
Z DEFIRIC X % R ORREFE MU A R IER £
D i D BB MRS WEEERE (organic mental syndr—
omes)*® ~OMERTF & L-CE o niE D E 2
bhd,

5. LLFL T4V RFY I HREEED
PSG (CRIGTRHE

SDAT Ti¥, Perry L¥ & LI%, HAT
FAa ) vERBEERENMETL T 52 &2
bHTwb, Fio, Thal 5 OMEF DT,
TaFra) v OSBRERBERTHD T 4 VA
F73vka) vORBHETHD VY F OB
AZENE5IC X - C, SDAT BEORE - 25
NOBRFEHREED o7 L ENRTV 5, bivbh
i, Zo2FEHAE RS LBREToEE
ZE\WT, ZhboREDIPEBOMEIRCKISTE
Bl oW THRH LI, )

NEL, FEDHDVCEFIEHOSDAT B 6 4
(B34, W34 46~62K%, F #H54.7%%)
THh, EpgLaiomAs bR o R
SEFER 2K 3 o 2 v — X Ak X OERMERY
Db Db b2 U DRELBBRA LI, IE
HHE 6K (HHE3a, 434 53~6Lk, T
57.51) ZHxAREE L, BEHERLT1AY

oFhbEo&Ee L, W5 & P2
EBEAEI VA 757 4 BT LT, Fa O
BEHRLZEHL, WEMHL, SIOESRE LD
e w47 o Voo

MER4 M (R3)* wBL Tk, BERTHE
B HEIREFH (total sleep time) 23EIHL,
WHERRR (total awake time) A Z{ER
PRD bhic, RIFER (stage 3 & 4) 5]
BLLBERCEAL W, REM BiucpiL
THAEHFCEELTREY, VYF v 74V A

CF 7B 5 TR HEM 5 DS

b, BEREES X 5P REECMINCERES
BEEARNT B, WH O REM B 6
BRI CICEECLRA LA, AEOME
BHRED bR, 6fF4FATHMEARDRIZ, %
stage REM @ OWTIIABECERALTEY,
VYF v e 74 VAT 7 I vELERER (64
5 BT T AE 2 R bR (E3),
REM BEROBEBIHBRDIHE CH 5 REM B
oW TR SR CPEECERRELEAD
hish o iy, EAMOE B2 &Rl T
Wiz, Fle, VYF Ve 74 SAF S I VUHREIR
@ ultradian rhythm =5 3 2 @885+ 54
»i, NREM-REM BiioRI%iHIL, o
THEERDILEE L 7o, ETERRE T1x89.2+
10.79CHhH v, BEBHOFLEH T 4114.9%
EHEBETRCD, BEFECREL XN KEL
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£33 [EROKERLEBREBECHETIERCRET VY FV e 7y VAF TSIV

PrARNESORE GFEHB)

Control (n=6) SDAT(n=6)
Before After

Total sleep time (min) 439.0 = 46.9 479.8 + 65.1 503.2 + 52.6
Sleep latency (min) 6.6 - 11.2 11.5 + 8.7 12.3 + 11.8
REM latency (min) . 73.8 £ 21.1 114.7 + 43.9 100.3 + 59.8
Total awake time (min) 78.5 + 57.2 79.3 £ 38.7 53.0 £ 32.5
Pstage 1 21.3 £ 6.9 20.5 = 7.7 18.1 + 3.2
%stage 2 49.3 + 12.3 60.9 + 12.8 62.8 = 6.5
%stage 3/4 9.1 + 11.9 5.2 + 6.2 2.5 + 3.4
%stage REM 20.3 £ 4.1 13.5 £ 2.6 16.7 = 3.0
¥y mean + SD,

wie, WHEHBTIZAY » &+ 56m (78.0% Ihsb,

6.5%, 66l 4 GITEND 2RD LR, IE 6 H

KLORPC EOBEB b DI fe ot X

B 6203, TEEEYHNSCLT, vy v 1) Karacan I, Thornby JI, Anch M et al:

REM oML, REMBEEROMBIA Y X3 9
T D T EBRELTHBH, 4ED SDATY
B LCHETS, REM BRI AEELL
Tk b, BEERD ultradian rhythm L T=2 VY
VIREIED 2 = R ADEEL T3 2 & 2R
INtc, BRI T L - Wechsler memory scale,
EO)N A P EEFHI A & — T, 6 flF
3P LVYF v« 74 VAT T vIREBIBEER
ERED BRI, Th b ORES TR 5%, NREM-
REM Ffl D a8 bhic,

6. b U

SDAT oD M, Mt X AEEROZL
PILREHRLIEbD W25, ¥, REME
EoHAR 0B E, BN - BRHREIAD
b, BERERAEER D OEEEOEA N
o,

REM EROBEENERK OV Tk B 52Tt
e\ s, B R - ALRENC REM BIR2 S\ 2
Lo, MORE - REAKIRADHOREREYR DS
L#EZ bR 5 (Roffwargh)™, 7, FEK
B LM ABCERL W LW 8 b B
(Crick & Mitchison)?®, HiFHEZB TR LT
% REM BIEAEIRIC X » T35 & & TRy
BEENAHRFTIRDINEID, SEOWRIFIBEL
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On the Brain of Centenarians
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Centenarians and their Brains
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The Clinical Features and Functions of
Central Nervous System in Centenarians
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Pathomorphology of the Brain in Centenarians
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BED T\ D,

2. WEGETYFRE

RERIINE LR TH 505, LTFokFos
Ha R T. OEYZCTII RIS QR E b
¥, BEMCHHREAIRED SRRV, QWERY
MNECALEETH 2 58, SKIHR, BoE, 85
Wi KO LR L, @M s R,
TAAY, HEHCEETH B, BEEEF
FREEEFNCIZIEE D B,

% Otz Prusiner Bk, BEHED LB
% G F “Prion” #3IBL, *DEAPP) 2
RS EOERSH T, PrP o ETER S i
HEL, PrP %250 X4 5 B CREE & B8
FTHZ LERLI, PrP i34 OIE#EMAN D
EBEFRIDVELRAEHE L, BYMacAR

EIELN BB SR, BEEADT I/ B
O —REBILA—TH 5D, BEPRH PrP 31E
EIAMERE S R T, MR T 3 r A s
LT DEEGHRTHBRND 7 = —HETEERT
%, W PP 0ZENET ZEFITCEEAHETH
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PrP BETFE L + B X OEBOBY AR
FiC DI B b b, Elov v AT, Rk
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BT ERNHBF LAY, FoTre b THRABOBRER
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OB E I NI, O 5 bEBERY B
3, R0 2 FZRY LbrEOSHO GSS FRY
THLWEPPOI2BEHD 7= ) viirn g v
CELLBWTH -, Zhik GSS B0 Rl
LYBEBEAFRECLRED LR, ¥, WFKHE CID
PR T BEDRECHADNDZ EHD
5P HBEDO ML retrospective ITFFB L
REEGBIIR <, /DREATIER 2381 R T GSS
BThDb, BMACKED 7 -1 —HNRL b BHE
BB (FT’1)e LEcdioC, MM CID LA
bRIEACSBENERY 2 b 0D H—
CID-KP (7 8D B—, BEEREL GSS ik
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*Jun TATEISHI, M.D. : Professor, Department of Neuropathology, Neurological Institute, Faculty of

Medicine, Kyushu University, Fukuoka.
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BRETHTH BN, Q7 - —~HOBRE ST
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RRETTH EORFANEL LR B, WHk
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RFRBER—THDZ &b, ORBEEMNT,
GSS OREMLIL 7 — 1L —HORFERD, @%
AT 5, WRic® IO EERx BRI A
LT, RBMALBRENCTEBZ LD GSSO
BRZHCEST5bDEEbh5,

XL PP OEAE V- DREBEILH PrP §
Y HCTThbh, BEOM R L OUFHAH O
Western blotting & & h PrPai#i &5, CJD
B~ AT, B, Vv o8, Bl NEes b
BHATBETH B, T, FA =V VREE, -2
57 4 VIIBRBUR SRR AR, fELok
115 & PrP oX/NERR BRHCEE IR S,
KIEERNE 2 ——, GSSKE&FETH 7 -1 —Hic
HM L, /NEBRNE 7 — A =0\ bt
7 CID Kb Bob s, PrP Fho MR
RRGROEE AL, 1EHMACET L-EH
SEGICIRGHE, Thi b BEVEBEEATIRRES
FC@D LR, IO BRBCIEE B
CiRsbhd, EEBRENTH O THREZE
DPDF LD 55, LIchoT, BEIRET
BolIEFDARS 74T vy 2BBELTER
HEBRHENETH S, CJD = ATHPrP
BRPAERCGEH SN D DT, GRERORED
¥ECHCDZ EXTE S,
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particles cause scrapie. Science 216 : 136-144,
1982

2) Westaway D et al : Distinct prion proteins in
short and long scrapie incubation period mice.
Cell 51 : 651-662, 1987

3) Hsiao K et al: Linkage of a prion protein
missense
syndrome. Nature 338 : 342-345, 1989

4) Doh-ura K et al : Pro—Leu change at position

102 of prion protein is the most common but

variant to Gerstmann-Straussler

not the sole mutation related to Gerstmann-

Striussler syndrome. Biochem Biophys Res
Commun 153 : 974-979, 1989

5) Doh-ura K et al: Creutzfeldt-Jakob disease
patients with congophilic kuru plaques have
the missense variant prion protein common
to Gerstmann-Striussler syndrome. Ann Neurol
27 : 121-125, 1990

6) Kitamoto T et al:Organ distribution of
proteinase-resistant prion protein in humans
and mice with Cretzfeldt-Jakob disease. J Gen
Virol 70 : 3371-3379, 1989

7) Kitamoto T et al : Immunohistochemical con-
firmation of Creutzfeldt-Jakob disease with
a long clinical course with amyloid plaque core
antibodies, Am J Pathol 131 : 435-443, 1988
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Cognitive Dysfunctions in Parkinson’s Disease

EMXZEZME=NE K

wmaE £ x

James Parkinson (%, F®OEZE (1817) i\
TARRTIAEREBI RV LB, Lo,
WD, @ Parkinson HHEEZ O MHOFIME, @
MR BT A RO E D &, 4£H - WRE -
SRR BFROBEC L - C, AROHERD
LW EN OMPBRERESRECHD OIS &
EBHID M ETewTe, LinLies, TORMAM
A, FBF, BEERECOWTUL, BHEIh
T2IGE DM o\,

bhbhilEsE, BRI sT 5HEKREY
fT-TERDY, Fio, EROEBBAED AT F M
PO & o3 I HBEERMICIE B L cRanife o
BH%ET - CW50C, A, ORkOWHFED
review, @ERRFAE L b A7 AR OHR D LEE,
@Y, L=y vEIERL{RESEB 0
EHo, OFEERSE, elizoris, &R
FiBE I Fimo LTk B,

1. Parkinson {0 XAYKRERAZE DI
SEEEECRMLFAELLTUL, OXMEHED
Alzheimer FUSHZE (12~29 9%, Jellinger, 1987),
@ Meynert DORE (7 2F12 ) VR), OF
W - TBHERDOKE (FRIvR), @F
BORE (VA7 FvrY vR), ®ERED
FE (ert=2vR) ERDTLREERT ),
Wb, KRR TIREROELCH > el i

&1 Fd: Parkinson FOMNBRERESE D
KEEEE D Alzheimer BHREE
Meynert # DK% (Ach %)
RO - BIBAFERORE (DA R
FHHORE (NER)
k% DIREE (serotonin )

G Wb

TELWHRERRD BRI, W OBOHER DV
TIE MR EEYBEOWA L ERI TS L #E
IhTw5,

FIROBEROBPERIREC L Y REERD S
7, Pollock & Hornabrook (1966)% @ 21 %,
Marttila & Rinne (1976)% 29% 7% 7§ {H
ThHH, 17EL Rinne Bk, mEREEFM- -
F Y= A R EDTH Y, Parkinson
DHDEE LD b EVEELE D I WTREMES B
%o To¥s, ATEDARIRO M OBRBRC I\ T
X, HEATEER RRRE L & 0% RMBMAE, nEE
FEp A= v Y = XA EDRICEEH, S
AUy 75 Parkinson D Kk &35 & 5 EH]
NHEIThTWbB, ULichoT, Alzheimer 5 %
diffuse Lewy body disease 7g & FLffos & iR 2t
ERVAST S R NS (R 1 SN

BIFOWARICHET 2 HF & LTk, ek
DEEE, & < bradykinesia LHHEET5 &\

*Nobuo YANAGISAWA, M.D. : Professor, Department of Medicine (Neurology), Shinshu University
School of Medicine, Matsumoto.
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FiRBE (HEHEC KT 2HEROAR: - + ++ +++)
PH_ & A___R %
DSM-III Mini-Mental Test BB« BETOES)
[Eg Orientation =i SEfRE
A & BT K R H K
B (1) H o« & Registration M bradyphrenia 45 « 4%
2) & Attention & LSyl o dm
(3) * . Calculation - s o E
) H & Recall _ ERIET H .
c . & Language 4 R sk - &
D B & (L) R
E (1) B IE =320 =y LS ET R
@) H . BFFer K (=3 . &
E i R E4 A&
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B (<A THL) FAT LR
BE  hEE EE A I - % ERE ok
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SMENL N, FDIED, PR TH BHHREER,
BRER, SRMRBELOBENLDLETIHRED
BB, WIDLDBFEISBLVIHEL, kL
EVCIOIBRERD D, ThDHOFHETIE, WAIS %
DMBEFOMEREL Ve DB %L, KFRT
TEEEE 1Q BRI LIETT 5, HENHRED
BEENRICHNID L5008 EBO T AT H
%,

2. Parkinson FOERICET 3EEKRAE
bR 1986 FE L b, FMKEEZARE
X O F DBEHERE BT, 300 Z0BE vR
RICKABOBRAE L BT T35, 1986~1987
FEog 1 HFECS T, BHOEESYL 53T
CHRD By B b, BEB2ET10.3
%, BHET25.2%, 104ET 34.2% & HEME9HW
b BRCHRIAOND L0 S BREBI,
F Z T 1989~1990 4 & AT, R2D L H7x
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3 H= U v (trihexyphenidyl) i X %
areEE (%)

R=F vy R EEEs-F | & B
V=K A
(28761) a7 (30441)
& 84.0 82.4 83.9
H 1.0 5.9 1.3
N 15.0 11.8 14.8

AEEBR OV IHEARCHETI RE LT
72, FoiERiY, mini-mental test (MMT) €
23 LT 32.99%, DSM-III-R Tl A HhOfESE
HRLIdD59.0%, £05BBEIETT.6%, F
&5 18.4%, HIE4.1% Th oo, MMT D A =
7 & DSM-UI OBFEE &k X ML, K
EREE (Hoehn & Yahr o stage) & MMT ©
score, DMS-III O BEFEEIT L <HB L (LD
$<C0.01), Fin & oBRTE, MMT ($<0.01),
DSM-III ($<C0.05) & i & & & anfyfEsE
X Te - Fedd, —0F, ARORBER L DM
TR d s oic,
HMPEEDOREY S5 &, FHHED, HHEE,
VHRFOMEDEE » B 1L » i, DSM-TII T
i, L) REEENAERCL bR (50%), &
LEHMBHBRE OB E (33.7%), FoEsE
(36.5%) MHEMEBRCED bR, KEWHE
BB L OB THRERC W TR, ThZhof
BNETRY 7TEHE R X O 6EA HT T, £4HEA
OHFEXI D b, KE THEROE B PREME
& (bradyphrenia) 42.4 %, M%/737.5%, #
5036.4%, %&34.1%, H£HIET30.7%
PDHBHERCADR, REEAR & L TEs
JHET (59.8%), B% (32.3%) DHHMBHIL-
Yo
FROEBRERE LT, BiliE, I-dopa, fi=
YV, TRVEAY Y, Tres )T I ED
BEOERE, BHEHE S -Th, FEAME
HEEEL OB ERSMABEYRD L o, &<
) VR D W TR, AREIRBE RS
Meynert DO A, KM EEIIZ 3BT % choline
acethyltransferase (CAT) JHE#:DE T2 b, =
Y VEEREC X ) AROAMBRE I E I

R—F vy RO S

HEWSRAEL S D, Duboish (1987)%, Miller
H (98NP kb Etk b o vir Btk Y
v X v Parkinson J§ CAEFDEER O ERE 3 5
Dhizs@MEL %, SEDbMbhDOFET
%, fiz ) vEREORE, H5EESHHE
FHEE U7 D £ B & OB 72dr -
tro KL, B—ROMET, Hizy vET LD
B HED D CIIHEE USRS B0 LW
5K LT, 28781 3 41 (1%) kL DwE
RS DEVIELZIELNR T 5(FES),

3. Parkinson j5(C& (T BRIEEERE

SEE) - FiissE o EE I o\, Parkinson JH
EHTHEEREFRCHBO L ONRE Y, b, OFf
EIED DRGSO BTt &0 FE, ©
% - BiTEEZE Nt 3 VIR e, (@Parkinson
W R AREEMTOMET (Besh, 19837 7
Edb, ZZRFEFRROBMBEREC O THL
MEFOMIEEIND X 5T -7, FTBHEREED
FAMELTE HVHRD DX Wisconsin Card
Sorting Test (WCST) Th b, Z D5 A MIE
OB LYV L DN T HZDHDTH b,
W, ¥, BOZEREOWTEORD 4 ODR:
LERMEARAT B L RERINRBTANTH
b, Lees & Smith (1983)% 1%, #WHIOAKBEE
st TRt = 7 — (Nelson 28 23FEICE
HHRBET EEHE L, LALIDOTA MY,
ERo X 5 EMHR S DT, FORBIEZ—BDOM
BE#iEE WAIS % Raven test i X < Mg+
B, LichoT, FERODDHBEBHEOREERED
FRA b ELTEHARHEYCH D, +Z Thhbhik
SN T Y =D T—EE D FERED 2 H
WAz vHLTA ML Y, RGEEDREL
Yo 2 DRENER~No, T ORER, Parkinson
WA OT Y M2 OBECRE L, e
DOHEFRCEER DD LV 5 R B, LT,
ZOBEEOREIEBRNVERE B L OCREEmICH
BIL 7z,

Z OFERE, 1970 ERFTRCER L h B E
Bk s, REEED HEH» BERG (delayed
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CELE%T 5,

— 141 —



EEYIR R e AT —

4 SHOFM

Fih#E D Parkinson JFHEFE N, L-dopa #LIT
Lo CEHEEOHFOL TR BMNEE b A
& LERICIR A Z Lk, L-dopa B0
DIBRFEVRELIRBRLTELLZATHS, A
HBREY L TARTh, REHR %23 L ALWAIS,
EEIBRRE S B P2 U Tn\» Raven o test 7o &
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B U SEELCERTH S, IOLLANIEE
OB L, BHRZWIORER L DMAFHEZEOK
RERBOHERI MR - T, IEHOBESEE BRI A
WOMBREALDZ 2185, SB—BiiEsh 5,

x

D WBEX: ANBROES, -Fv vV vROR
EIvRHE. AN4EE 77 £ 1378-1382, 1988

2) Pollock M, Hornabrook PW : The prevalence,

natural history and dementia of Parkinson’s

3)

9

5)

6)

7

8)
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Neuropathology in AIDS

ELTT4F =L AF 4 HLEL Y —WRREBEEEEE
TUN=}T 4P as4 Y ERRERER 42 - FHERERM &2

S8 B

. F L&

BRMESRE AN 4 JE & BF (acquired immune
deficiency syndrome: AIDS) i}, b M ET4L
7 4 )b A human immunodeficiency virus (HIV)

DFEF L YO EHIhBHEET, TLl0ERIC

HEL, #Mo—B% & »Twb AERSHHT
CEEL TV 538AMETH D, AIDS DF —
< DY, kA ETFERAOMAE LD LTE
fohy,  PMER YT pathomechanism 37533,
HIDX— AT ERT D, BHEDOR T,
KHic AIDS oMRRE AR TR I D
b, THETCRRBELREV T 7 4h—V e 2T

4 kv & —T AIDS OMREREENRELY L
BBl TELEBEODLE LEBEATHHA
BYTH 5,

AIDS 1k 5 FRRE IO\ CORE X FDH T
BV 72 D 131982 4E @ American Neurological
Association DS RKNTTH 5B, ZOE, =
a—2— 2 kuy YA LD BikEEEECAR
LhBRBEREOMBERIHELRREh, BLW
RYEO BB ey, ¥ A5DED T
LRBETH C 5 LICEAIOARPLHRCERT %
LB L Lishole, AN, RAERCITE
W TR b F Y T X< EER b o TR
FVFTA4FA =V e AF 4 ANV R —TEBT A

BHO AIDS L LRl dh, ¥birl » AR
TEBRCHERINRDZ LR -7, 1982 F XD
19904F 6 A ¥ T # 8 SERTIC 135 i D F#ehsie >
WCORBEPBERTOR TV,

2. BRMAREY

AIDS sk o R R RS, ¥ 3 AR
L bEIHR T 5, K1/3 DFRAICEED b
na, BREARREBEHE L L, HBEDOLON
BHEBLALR, 27V ay 7 AR (F
1-A), +* V75X~ (F1-B, €23 4
HA b AR T ARER ), EITHEEES
BRGE (PML)Y 3 X O #RFES v 1 L AERE
Bahs, £hied LT, fiE, 7ALFLA
B, A bMF T ATEY, MAIL (mycobacterium
avium—~intracellulare® X5 CHK 1 FIO R U
HEhTuwiny, FHEE, AIDS DA GRS
FECAES O LR THZH, BERSE, &<k
HIV Bk & DEPAARDI D,

3. Bl E (F6-A, B

W Y v B AIDS 0 #5109 O BBl ZED
BT 5, FRMBERORERMEY v EHDIZH
2, &HEOTEME ) v ABEINCER Y XL
FSHFET B, BEEY v BRE—BE Beell K

*Asao HIRANO, M.D. : Head, Division of Neuropathology, Department of Pathology, Montefiore Medical
Center, Bronx, New York, USA ; Professor, Department of Pathology, and
Professor, Department of Neuroscience, Albert Einstein College of Medicine,

Bronx, New York, USA.
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1 AIDS EEOMBMPYRE T, R—ERC@ED bhic Cryplococct (A) &
Toxoplasma @ cyst (B) (Methenamine silver Zufh)

KTH B, NEOBEMEY oD 3 HICS
T,

4, HIV B %

AIDS o @BEoinctts <, 0 iRE
PO HRURERGEB O 7T, K 59 < AIDS-
dementia complex &IEITI T BHETED IR
BEHEh, ToBEBEIHRADOK1/3 % 59T
W5, CT CTHROEMMERE,A LR, FRCH
MOLNB T EbATn v, EEEE, —iBI,

KIMEBECH O OV F AWRIBAL, itk
TV A=A, MNERHOY v AR~ ry
7=V OEFELHBANOBRENRALND, AE
DIFDFEFERE 3 £ 0% O il iR AR R I FFZE A
BB EhH\, Fi, 327w ) TN
DB, FEFIOIIIE 1/3 DREF 21 E Mlgs
T % (F6-B), HIV Al fikcia
T5C CIBESLABEHEFPIERE CTHERIRT
WP, HIV 3w L E Mk, BEgEiilans &
CHllastEci@obh b, UL, MEflaAw
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2 AIDS @BEoOMNRD btk Tovoplasma @ cyst (HE 4ufa,)

X3 AIDS OBEOKEEHND cyst O BEE LT\ 5 Tovoplasma OEFEE

HIV ofFfEXHR L RER <, 270 7=0Mm T BRI TN —Tf, NS I Te < Tx
FHRMENCHEET S 2 LIeoWThEROM <, BBETTECHET S LI 1/3 DML
—EHB TN L D TH D, T 5%, #RCMEN, ERFEREFHED
o0 Te b DA RT, REBIRN R T »H

5. MmEESE %o RO ME % M BED JEE LA BTHIs
AIDS © H BHEAHMLMEES 2 bh 5, L I LB b iis\, —J7, HEEEB LY, %
AL, WIRMCEDLh L RSB YE DFEEO MEBECHIKIEEPLLE LI R D b h
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B6 AIDS OBEZOMHEENERY v HE
B (A, WY v B B iR bk 4%

HEa (B), (HE fufa)io

by THIIMADORBERCIIIEE CRD LR D bbbz EHERIND,

DTH B, AIDS CrfEE, L /hirs

WCUSHEBREDDRL &, REBEROLER 6. ZTOMOBEDEMEE

BPFHOEBIC LI bR, EHRIMERED R SR, HIVIB R o @i iR A L, &
e b AE RRRE N S RIS Y & LT BB A U A THEES S S T 59,
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R MEEE Y 2 L AIDS BEOBHIRD Cytomegarovirus 1 X 2 HRH(A)D
¥ X OB ORI chromolysis (B) (HE )

B, ANRO AIDS 1o\ T O FEF O 5 25 245 7. b VYL

I DREIR DY, ILITHREDORMBHEE AIDS OMEFIABR L TR D $9 L, #fE
ROBERLE LI AIDS O A b2 H v A A B OEEKR S L OVREFESAAEB O TR LT
BYSEL AL R T 5 (HT-A, B), B L o T\ B o BEETET

BN, = a—F— ZHOMEER O % D
AIDS FEHOBE L35 DRBEHBEHCEMI
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Spatial Disorientation in Animal : with Special

Reference to Brain Areas

BRER KBRS R E

wF

G "

1. # §

Alzheimer JFDRERD 5 bEIFR L O L OEEY
CHETHZ LIRS TH DD, HERYEEE
GEMCAEBETECH D EE 2, KRBTk
% 2o RS E L R & L C Alzheimer 0
7 VBV DR A R AT,

Meymnert §%% [ 55 U A By #pic 22 R4 2
&5, choline ZOBHEIK T A EE % 0
ZENINFTCHEEINRTERLYY, Meynert £
D35 @ choline My SHTATEEIE LB H %\ ZTHIE
BERACRSZ EPAHLR T B 2, K EE
TOZDOZDDRBEDORE Y E LB Lol
T\, £ CT, BISAMERE CEHIERENE A2 WGIR
ETB LRIV TN ThORBELM L L TE
H, £oOFE% Morris KKK CHIFL I,
Morris 7J( P& 1L Meynert ¥ &2 igih# &+ % cho-
line %0 HAE 2 33 5 DI B L Ao KI5 1 3R
THBHY,

2. WREFE

FiHE 8w Ao Wistar RS » b, So-
dium pentobarbital 50mg/kg “CRELE, EAHF
BB EEL, EHERRKER2mm O bar hole
wBIT KIMEE % bar hole Dk X THRE[HrE
Lizo WEDIERAZIL, WIBAZERCEXA @ +8.7mm ;
L: +2 5mm, JEIEEIT A: +6.7mm;L: £ 5

mm & Lic, BIBEER DV, EETBREIE
A703 medial frontal cortex & BEIT R 5 5 60 TH
B EEWR LI, Fiitk 2 BEloRIEMHE L s
U TR RS BABR & BAA L oo

KAEE L Miyamoto bV D IRICH » 7, EEE
120cm @ £ v 7 KEE D, 10X 10cm D 3
TSy b7 a—A1{HEKET 1em KEEL,
XHEREWAT v — LD R IREEE, Bih
IR R 2 e & 5 Ui, B4 BER %15
PR BECAKER, STy b7 x— AT
% ¥ TOR;R (escape latency) % JllE Lic, Kk
B R 2 3T, PHR2ATE3 HERL T
fFolke L20MWLFEALTCEL S5y M7 4+ — 2K
FELTVWEAFRIABNC TSy b7 2 — 40D 1
RBEEZOFEY# I, B4HARLTZ v b7
#—ARBEL, BB Sy b7 —aBh &
B o I RBe BT 2B 2HIEL f (transfer
test),

Haamiz4RiT5v 1 7 =y 7 & L, Newman-
Keuls DWBERTT - 120

3. ® B
B TFHBELHICEEL, Kk AR O
A AR B B s PR BB DR T ER D T b o T
EBEEHOBREIE 1 DL ) TH D, KKk
ARBROE 1 A AT RCE R H ) T RIRERIC

*Motoshi YAMASHITA, M.D.: Lecturer, Department of Neuro-Psychiatry, Kochi Medical School,

Nankoku.
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90r
80N

* vs control

70
60

50F T N e

40F
30

ESCAPE LATENCY (sec)

20F
10}
0 1

=== FC Lesion
— PC-Lesion

* % vs control

- —

1 2

BLOCKS

E1  30HORMMTCHEEKERE (p<0.01) 3 IUCMBEEREERESE (p<0.05) THERCL
KLU CERBORBEFOERER % bt (Newman-Keuls test),
ESCAPE LATENCY: kBRI BET 5 ¥ COBEl, 5k{E120f, BLOCKS: 1-3 block; 23, 4
block;transfer test(spatial probe test), Control: sham operated, FC Lesion: frontal cortex lesion,

PC Lesion: parietal cortex lesion, : p<{0.05, #*: $#<0.0L,

BB L TR OIER N A bhi, B3 H
Wik, WEEKEEER L OCREEREREEDOWH
FEOH BRI L L CRERRO RS A DR,
BHIEEREERC OB E X R hot, F4HD
transfer test Ti%, 3 TR ERTD b - T2,

4, # =

AR 38\ Crk BRI S 1 22/ Y=o
B X Qb h T3, Alzheimer JE/& % 2%
SRR bR MRS R - ¢ 2 L1k
Alzheimer JFic s\ CHHEEN R SEEI R
Y LLEDORMTHDELEXbND, —TF, H
BREERR T & 22 MRk & ORI S b E TR
K eRs b 2 &b, & 213,
Pick W\ RUEBREELRD S Lk RR
L7z,
SEOFAETIE, 3 BHORTTE SIIEHE
R L AR ES T B L L TEEOK
RO IEE D, WIThOMAEDOEET LK
B RBICBSOCIER R YSEEL O LT
ZERHDD LT ol TR L DEBEEFIALD
W, BEsHoBE X 3 EYEEO kNIER
THRBBHPERE L0 THREWIEE R L Tw
5, HIREEEDIR S S HEERES L D L A4SH%

BEEAMMERIA R L, MEOMEEDE
DT, 1 A HOFIEERER O Mk
BIFOFBOIER, FROBIEART I
REZEOWHI AL HBELE 2T,
ANEDRFFEA B (X IE TR 2 & 72 R4 F
DERA VR T 525, 4 EORED b ILEE
D SEHA & R EOME Y R TR S
Dhichr o N

By FA\ e B SR C 20 O IR AL & FIRR I LB
Licd DA B R\, BHIREREC L p#EE
EETLEMBUBEELALND Z LM bR
T\ %, DiMattia 5%, FIEERE EERS X
D b KK OBEEL BT EAHEL T 5%,
MEHEHETT » b OKRBFEOEENTRI R
72D SERED T EEbRBEM, A CILEE
A ERT 5 LM EM R REEREC D
B Lo TRDY, ABORHELERD
R O TR RIEL H B & & gD OR
Ihi,

X B
1) Miyamoto M, Kato J, Narumi S et al : Charac-
teristics of memory impairment following

lesioning of the basal forebrain and medial
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septal nucleus in rats. Brain Res 419: 19-31,
1987

2) INF7GH), HEZHM, MHEAS : Choline RHEE(E
T X% HiRke 7N B EHEREES—HoK
REHBc o\ T—. LB OB 2 338-342,
1991

3) Bigl V, Woolf NJ, Butcher LL : Cholinergic
projection from the basal forebrain to frontal,
parietal, temporal, occipital, and cingulate cor-
tices : a combined fluorescent tracer and acetyl-
cholinesterase analysis. Brain Res Bull 8: 727-
749, 1982

4) Morris RGV:Spatial lacalization foes not depend

— 1563 —

B 3svh % 22 R AR E O FER

upon the presence of local cues, Learn Motiv
12+ 239-260, 1981

5) WF5EF, Lars Gustafson, Arne Brun (32 : F
PRI & B i RBFGE 204E D% 2. FEMER
2 32 : 781-787, 1990

6) DiMattia BD, Kesner RP : Spatial cognitive
maps : differential role of parietal cortex and
hippocampal formation, Behav Neurosci 102:
471-480, 1988

) NERES  MEHAY I, BE XA L
HERR12. ERINEE o AR (GRFR, HEH
Wk - @), BEFEEE B, 1988, ppl193-194
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Amyloid 8 Protein and Acetylcholine

LEEXRFEFHE=ZAR iR

A A

B E°

. FL&IC

TAY oA = —F (AD) ORIEEBF L LT, 7
ieAd FBEBOWENGICI S HE STl
WEEZBRTCnS, 7 ivd FBEAZEZD
HiBRER (APP) X b4 U %%, APP o ThEA
SRR RMLEWE % &L APP (APPIL) 2% AD %
ED L CTHEERBEREFOEE L OIS, —T,
AD TiE7 2F A2V v (ACh) {EBIRD RE D
HEWTHD, ACh AT H I L EE S h T
Bo

LiL, APP 2 ACh D X 5 B # L T
BT EAEHELMCI T, KT
13, APP } iz APPI ¢ ACh 0 B§fRex=2>DJF
HHALBRELLEDT, FOBRYHRS,

2. AD BEMEFAPPLLETEF)LOY - T
AT L—R (AChE) FE4O

AD J{Goo APP mRNA %W 4 gk Ui
LA, APPLE 7707 3 7 Bh%f> APPT70
DOFRBLN AD HEL TEML T P?, Th
HEAB VL CHREL, R & T5
Jo ¥ trypsin T coat L7z dish % i\ T ELISA
B C APPI O F i E 2 e T 5 itk R L
=P, COFER LY, AD BEFEK CIIMMmE
PRI B FHRER O T ERRERE L B L T
EiEEO APPL %8 ATWAZ ENBE LML -

=P AL RERAOWTERHALIZE DA, o
O FENLREIBR RS Bht, i, AD % DSM
I-R %4 LB E, $%E, HECHT TR
Lizezh, BEDAD B ciihEEDd b0k
HEEO AD BFHIE L CHE R LI,

—7, AD BEsiw AChE B R 15
HARTH, #ITLCEED AD BETIHETL
T, AD BB ICOWC APPL B L
AChE fEM:4 B Lick b, r=0.54CHER
MBI R LTz, LvL, WEHE AD v —fEic
L CTAPPI ¢ AChE & LcE 2 A, F
B HBERD D o1,

3. AD it 3 AChE Bi i APPI ORB{%

AD fi%Cix, AChE 2AEHR L BN RE Y
FdY, AD o AChE A= 71£<, v
F T AR, EHD Y > T ACKEET S
AChE HERZ4 BHR G4 BITH D, Lirl, EA
BRI FAET 5 AChE 13 G4 Bl AChE w2 5 — 7 v
DE LI AT $DTH T, AT ACHE i
collagenase =% trypsin 7x S OEEDEERIC X
- T G4 I AChE iz#t 3 1%, Collagenase i I
- CAR— G4 B izt§ 58, APPI iz %
Lo DEMAHEIRD, 8L H{, APPI % ;-
antichymotrypsin 7g 23 FEET 5 72% AD [¢T
FARNRLE LIt BDTHEAS, ABlO=aT -7y

*Shigenobu NAKAMURA, M.D. : Professor,

Third Department of Internal Medicine,

Hiroshima,

University School of Medicine, Hiroshima.
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17 3 rA ¥ BEACHMME LoD, BEABR
AR ACRE RE S ALRDHDTHA S, ¥,
G4 BIDELEIBA T HIcd v F A NHEESR
T, vFTATOD ACh N5 HREROEY)
hOBI T LEBbRS,

4. ACh[Z L% APP RE~DORE

B3 R (neuroblastoma) ZHWC, &AM Y v
W7wegFra) vEREEHIA 2L DR
Wltc, ZTOMRE, WEBHE0TET c-fos, c-jun
7o COREET mRNA 238 H 45, Lhicfi
T APP © mRNA 23 LIL U, HEktk 8 ki
Th ERL T, CoMIMEESNE 1L # &
(protein kinase C) FHEHIC X - CHIHI X iz,
THhHOERY D, AR VESRERNRC
> THIBERBEHREERINGHILI h, ofos, c-jun
DEBLHMT %, £DpEY FOS-JUN 541
APP promotor gene » AP-1 I HEL T,
APP @ mRNA Z NI ¥ 5 L E 2 L5,

b, £ & ®

7 3 mA FEAJMKE (APP) L7 w2y
v (ACh) fFEIRIEMHARREREZBITL FW s
LERROBEREFCEV- TS LELIBRD,
COMEDREIWRELTCTAY ~f = —FuH
EXRDLEEL LIS,

X
1) Tanaka S, Nakamura S, Ueda K et al: Three

2)

3)

4)

5)

6)
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7ivd FBEALT Fray v

types of amyloid protein precursors mRNA in

human brain ; Their differential expression,
Biochem Biophys Res Commun 157 : 472-479,
1988

Tanaka S, Shiojiri S, Takahashi Y, et al : Tissue
specific expression of thr eetypes of f-amyloid
protein  precursor mRNA : Enhancement of
protease inhibitor-haboring types in Alzheimer's
disease brain., Biochem Biophys Res Commun
165 : 1406-1414, 1989

Kitaguchi N, Tokushima Y, Oishi K et al:
Determination of amyloid S-protein precursors
haboring active form of proteinase inhibitor
domains in cerebrospinal fluid of Alzheimer's
disease patients by trypsin-antibody sandwich
ELISA. Biochem Biophys Res Commun 166:
1453-1459, 1990

Nakano S, Kato T, Nakamura S et al: Acetyl-
cholinesterase activity in cerebrospinal fluid of
patients with Alzheimer's disease and senile
dementia, J Neurol Sci 75 : 213-223, 1986
Nakamura S, Kawashima S, Nakano S et al:
Subcellular distribution of acetylcholinesterase
in Alzheimer's disease : Abnormal localization
and solubilization. J Neural Transm 30 : 13-23,
1990

Nakamura S : Qualitative and quantitative chan-
ges of neurotransmitters in Alzheimer’s disease.
In Senile Neuvodegevation and Neuvolvansmilters
(edited by Nagatsu T), Excerpta Medica New

York, 1990, pp65-78
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Dementing Diseases and Periodic EEG Abnormalities
Specifically with Regard to PLEDs

JNEERKFAR (BERATD, B

5 R

=Lk

. @ L&Ic

HERMERE O e LR B M RE 2T b
DB 5, s Tl Creutzfeldt-Jakobi (C-JHK)
O RIS, WA LSRR ORIt O®E
B, S HIHEH~LARRCHD DI D
R CA S ARRIKE (PLEDs) (L % T&H
%o T DO RERME R S HEREER OB
DERDFRIeDH Z L bE,

2. HEEREREDONE

FMERGE R iR 5 &, AR ER
BB+ % PLEDs (periodic lateralized
epileptiform discharges) & {3 & HELS
% JEEAME IR HA M i EE, PSD (periodic synchronous
discharge) 734 % (3R 1 ), PLEDs (% Chatrian &
DHHC X B, RIS E X b
D, RENLL ~2BCTRAED D VITFRETH
Bo MWE, WEMOYER BT S © KA
T, GHED D > & dBEFCHET 580 & 7l
B DAL R YRZER & TEH AR & o R —
T B0V,

PLEDs D4 & 7 % F ERE NI EhEE,
WNEE, WMs7n &C, B O BT & i\ BRIE
BHES 2 LS, 19735 H1980EDH) 7 M
<, IR KK BREE Talgt U 2o Nik12, 449610
¢, PLEDs % 2L 17EACBEERKRC B

w1 AMERRY

JERAME A C A AR (PLEDS)
AR RE (PSD)

Vi 4

J S B

burst-suppression pattern

N Ul e g

% 3 BlE M 2 I AFR20ERIC OV T, HERIRE Y
BHALIBREIR20ZT L TH 1Y,

T, PSD LT 4 BE D 5,

a ., =H#F : Bickford & (1955)% A3ER# L C LA
¥k, FFEEBREDOZMNICE DT R & L TMmbh T
WB, Toffl, BEMKESE, NHEYTHHE
THLEDRDY, FHARLHDLLLWREOEIC
REBIRETH D,

b. FEAMSIE : C] Wiy, =
P EEoBE&bH D, R0.6~1.08
THBRE, C] BT EAZ % R L,
PLEDs #5322 L5 5", %72, Alzheimer
RO P S RSN A R THOBH 5 2 L AWE
ThTW59%,

¢ . Burst-suppression pattern : = juiZgiyk
BH\ITBE - FREORER L, L0 D IR
BRI REL THEBT 5 MY <5 %,
EBANCRRBRIC RO bR b hs, ey -

*Akira TERAO, M.D. : Professor, Division of Neurology, Department of Internal Medicine, Kawasaki

Medical School, Kurashiki.
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TR MR & R BT

%2 PLEDs%RL20ERADE &%

fiE Bl : £ #H) b} % B R
1 F 74 [ ® M i1 & % FETs (HIBD
2 M 33 y e B
3 F 45 v 3t ©
4 Ity 50 ” 3t iy
5 o 61 Y 3t =
6 F 66 T O® % OB OE W % i &
7 F 63 B OB om oW % B E K % 3 ©
8 M 44 w4 o A ¥k OBE OB O % e (EIRD
9 M 7M 1L B 6 B 9% #% FF 3¢ M K B R 3 L
10 F 36 2 % v A4 A A B O O% ] '
11 F 22 ” Bl '
12 F 13 2 M B O£ M M %K = '’
13 F 51 fix H Il T (HIHD
14 F 70 7 £ 18 T i It 3t =
15 M 65 7 &= B OF WM oo, MO o2& GO ] i)
16 M 72 1% B £ | T D
17 F 75 H% I % E] )
18 M 52 N CTAD»A (BT MmENE) [al '
19 M 59 HE®TADA M E R B 3 T
20 F 61 BOR OB P ORI BEETE = '

i, Mg, IR, 7R T e
Qe k5 EMFEMMED X > nEE
TR AR I BT 5,

d. FHHEaR  SERERES, &
BV R SRR L - THRERHT X
BEHBET% 0T, ZOMRL5~208
LRVOPBRBTHD, IA I/ —RA
i, NEHIOFR A B S H
{btEeMgcRREIFR & L T HET
%o B Brenner H% X, JEHIMERE
W% &b s L, ThboER
B & RBA B D S A I 2 T
%o

8. EBETR

FRPFD I EREORR, T
MRS X O — B MER & L HH L
e 2 REPI R BRT %o

CEEBI 1] 61, Zik,

BREE « FEEI L v Eh A0 EL

B1 M2, 72K, B, AAEFIRE
BRA
#2343k b PLEDs %305,

AAAAAMAMSUAALL AL,

\V\/‘W\WWW\/\MW/\MMWWWMW
Fer- Az
R N e e A et
wmww\ﬂwv\/wvmmw
F - A2 .
WWW,NWW\MW
- A2
WWWWNW

W»A‘WAJMJ /\/\"'\M/\ /\/\WN\W
MVT“/-VA}M A St S e St A N

02- A2
Fr- Al
Fr- A
N T Y R 2 e T S VLI NVEPTTYY VAN
Fa- A1 .
AP SN AT ANNAAI P N A A A A PN AP
Ca- Al
AT AP P NI AN e Bt IS NP i NN
Ti- A
e N W AVl NV WV
P3~ Ai ) :
MWMMIW‘MWMMWWW
Ts = Ai ’
Wl\\/wwm%\ S s (U7 NN, VIV WV A,
01- A

) fo [ ) f | I ! {1
[t S RS S SN SN ST A SN Y S S S P

CO7384 M.N.72yo. M. '89 513  __Jsow
I
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AR RIS ATE—D » WE—

2 EFA2, K1 EEBHOBLIMP X5
SPECT Pk,

R - BTEE CHEBE T 2R

e, BT OB E RO B b

T\ RAINFERA 7 — X158 T, BH#E CT
R e <, BRI PUERIEAL AR L, ik L

THRNZL Lz, B BHEEOLRYU2RH Y, M
R RTEME BRI I 2%, FIEBHLET S ©
BATHRLEEE, #olh AR i ) i %
B, WMMEFT RSB R LIc, Bl PR
PR IR > v~ P IEED,

CFEFI 23 725, Bk,

BURIE © 9S8 & & BT IR RE A B L
BRI ABE, BT YRR e PLEDs %38%
oo BHGREEL 7223,

4 A% O S v R

PO, HR LV FORBITED S
IRE D U oo MU TF LBk i PLEDs %
Fote (F1), "PI-IMP SPECT CH51408 « IH
TECERET (B 2), FEBikiEMc b i
BEEFIROTEERILZ L L, BIRHETL—MEH
NI RO, 28 AARHEEER S,
A FEEFEEEL Terzano b1k, 605kl LD
BARF T w0 %, PLEDs iiffd KM CBILE
THETIRE, TRbbESPO— DD R,
TCADAMSEREREE L THREL T3,

4. PLEDs & SPECT FfE

i, PLEDs & RFIMERC OV TOWED
HZHLhBPW  Z ol PLEDs #2172 6 JEM
2 SPECT T » oA R BWRLic, Ok
B, PLEDs tRFiMmmRE & &b 1 b kL
LB A RE T LA Bh ke o e, PLEDs
DRIERGEOREIEE CH B DD, BB LIERIF
BOMBEETHBOMCOVTL, 354
DRHNPBLETH %,

A

1) Chatrian GE, Shaw CM, Leffman : The signifi-

cance of periodic lateralized epileptiform dis-

charges in the EEG : an electrographic, clinical

and pathological study. Electroencephalogr Clin
Neurophysiol 17 : 177-193, 1964

2) Schwartz MS, Prior PF, Scott DI : The occur-

rence and evolution in the EEG of a lateralized

#£3 PLEDs R L7 6fEFD SPECT A

e al ’ e 4 PLEDs 1B TM PR
1. A.M. 708 .M BafiT~ LA SR s S B
2. $.0. 66T Creutzfeldt-Jakob i FEEFR W
!
PSD Wb
3. M.N. 72 -M | AR 4 FETR L Wb
4. YV.0. 468 M e o 26 ik <s: el WA
5. K.N. 708 F BHRD F(FO
CUMEARMERIFE | R i
£ Todd Fr ke
6. F.O. 50M M B~ A S EER 2 W
{
Rk W
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periodic phenomenon. Brain 96 : 613-622, 1973

3) ¥R OHE, F #H W OEE @ AWHEA
FE T A2 ARRIKE (PLEDs) %R L iRtk il
PO 1 EIERB]. BRRHME 17 : 149-154, 1977

O FR OB, EH B AEEA I CASA B
EREOMY:. BRKREE 23 : 556-564, 1981

5) SFR E, wH M, WAEHEE e BMER
B TA 2 ABIKE (PLEDs) OHRRIEH. KA
ZARFIZBAAE 20 AF RS, WA
HikR, 1990, pp89-101

6) Bickford KG, Butt HR: Hepatic coma : the
electroencephalographic pattern. J Clin Invest
34 : 790-799, 1955

7) Kawai K, Yasuda T, Konishi ¥ et al: Mechan-
ism of occurrence of PLEDs : observations by
SPECT and X-Ray CT with lapse of time. Jpn
] Psychiatr Neurol 43 : 542-543, 1989

8) Ehle AL, Johnson PC : Rapidly evolving EEG
changes in a case of Alzheimer disease. Ann
Neurol 1 : 593-595, 1977

9) Erkulwater S, Pillai R : Amantadine and the

end-stage dementia of Alzheimer’s type. South

FIRAE R L R G 2

Med J 82 : 550-554, 1989

10) Brenner RP, Schaul N : Periodic EEG patterns :
classification, clinical correlation, and patho-
physiolgy. J Clin Neurophysiol 7 : 249-267, 1990

1D R B, TH M FEPHR B0 RERE
CCREL BRI CADARE BERE L
KBIERT 20— 0. HKRY: 8 : 552-554, 1990

12) Terzano MG, Parrino L, Mazzucchi A et al:
Confusional status with periodic lateralized
epileptiform discharges (PLEDs) : A peculiar
epileptic syndrome in the elderly. Epilepsia
27 : 446-457, 1886

13) Frank G, Sadzot B, Salmon E et al: Regional
cerebral blood flow and metabolic rates in
human focal epilepsy and status epilepticus. In
Advances in Neuvology(edited by Dergado-Escueta
AV, Ward AA Jr, Woodbury DM et al), Raven
Press New York, 1986, Vol 44, pp935-948

14) Lee BI, Schauwecker DS : Regional cerebral
perfusion in PLEDs : A case report. Epilepsia
29 : 607-611, 1988
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SIS IEE DR

Clinical Studies on Memory Disturbances

EERITERAERERE Y ¥ —HENR BE

I

E*

1. FL®IC
FROERITSIK I, HRIERTHS
2, PTLRERELCOFBEREELBRT
BH, BFCEETHD, MEWROHELEET
BBHH, 2 THRERY - L BEZNE» D
DGOV THREBHET 5,

2. ERETA#ES Z0ORRFHER

SEEOERE CR O ORENEETH 5,
—oUk, —BCEEBRE L FITh T2 o0
— DB TILIe, RO TAEEN L - T
BHTETHY, oWk, ThbLIETREENE
NEZERE - B EIHL a5 L0
ETHB,

Bl ORISR Tk, R 3 O T ALER IR
SO TCEHBEIhAZENSE (F1), Tibh,
episodic memory (Z4:}EECIE), semantic memory
(ARYEEIE) % & UF procedural memory (FifE & 7T
BITH B, D3 BETHILE LT declarative
memory (BFIRELED & W I3 h B, declarative
memory [ IFARELTA 2 —YE LTERLIR
HEETH D, procedural memory & ik, FAER
BEUCHRIEE LCURHEC &7\ EEECTH %,
episodic memory {THFEDFEETH b, seman-
tic memory XEDOREK - BfRic BI T 5 LR
CH b, declarative memory {22\ CTik% 1 LA

#® 1 Squire X % iES¥E (Squire, 1987)

— AR
— Bk

it —
R AL

EDOTFMBERELRDINTELDHL—HT, bo
EE L DBERMERRLEET2E 2 b D %,

procedural memory IXEBRLHVFV-X3H D,

ZDEIERPBFELL T non-declarative memory »
MES OB L H D,

Episodic memory 73}F238E T semantic
memory % procedural memory %I iz,
Vo B HUPMESAE RN, 0B AR STl
FISEZE NI o 5+ FHY VIR G CREICBFE S 1,
SHORBHARIED E > LT o Te DT X<
MBRIERTH L, BEOWRKESTH X
Pl CHBRERFEABERLOA TS, ZOHBED
episodic memory DEELL, HTL I L R 2 A
74 &\ 5 anterograde amnesia & —EDFED
AR BB L LW 5 retrograde amnesia
Ny Pk TRDLbNDDBR A TH %,
semantic memory ORI KL T WAIS &%
T EREWETH B, WRIITAEHEI S > L bE

*Atsushi YAMADORI, M.D. : Chief, Neurology Service, Hyogo Brain and Heart Center at Himeji,

Himeji.
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®2 NEEAREEE (AE®RCOVLTOMm
HIREIEEEE) L& - KA L OXEREN
A LE, 1988X b 5IH)

Word Associative | Object
category | visual meaning
aphasia | agnosia amnesia
"R M@
® E + + +
i - - -
i + - -
EEACEERS
" o + + +
B o= - -+ -
B/ ad - + -
)
I + + +
il + + -

RINTBHR, ZOBSEORE, HEIDWT
UAHOED &\, BpER TGS & Rk
DEBREIER I T B, S HIHAAERS
PHRRKERUZLEETH S,

R &L, semantic memory PRI
T episodic memory HMEE hic s L 5 e iEGIAE
FETH0ENHROMBETH S, 0L 5 Il
RERMCERE ST %2, LOFERE
—BZF AR R B IILE » Ty, FEE
BUET, #Rr & v 2703 THIRER B 7o
semantic amnesia L& % bR BIEFEHRE L
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1) Squire LR : Memory and the Brain. Oxford
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Clinical and Epidemiologic Study on Dementia in a
Defined Population. Characteristics and
Risk Factors of Vascular Dementia

MK PESHE AR

B

o HE

AR R HEBEADOHEMIEZE LG, £
NS BiERE ORROWING, BKES,
AREE LRI LT, HEFHCd EE S
ThbH, £Deh Th, BEIERIEML >
HHEREINT D, Fi, FRIEMLES AKO
B IS MBITE OIS, X olkdic
LNHORES D, BRALMNIEXE B AT
%,

HBECRT HEROEREE, WDOhoH
HEHBEOREOHREL DD, ThHLORHEAR
wd, FRETOMBEEAPRIRTVWS, HHRE
DOREITECHL CRFAERNEENEEZACR
bhTsbh, BESHA—BERTOERKL
ORI Th2r s s L BAEShTH5, Tk, B
DOHEXRPESTHABHT L LBHHEC L VR
T\,

ARG, R OBHRELENEMCH
O EREINRTEY, Tk, FETHD80%LL B
HHERL 5 5, ZOEMTHERE Lk
RATE, HRRLETEL, i, BRZEA%
IWEPAICERR T 5 L AR, BRHIOFHERE
O OBEHER A B S L, R B 2

DEREF L HE L,

1. WRELVHE

a. HRERE

I 23R RISGE I BitE S h, BT T
BedhTwb, o PFgeix prospective cohort
study EBEUNS B 4 0T, BERISGLEEL S h,
BlAEE Ok L T A —REREY R & LB
RAEWETH D, FALGFERE F TIRIL, BED &
&, HRFI484FE LI 5 FEI 40 Ll Lo B &
RO A7 Y —=v 7 LT3,

AW IEM60E 1 A 1 BRE, AUMER
BEaA$ 5655 Lo/ A 19384 (533784,
ZH604) HRFLEL Tl 205 HHM353
% CYUBTFBMADD 95.4%), Wik 534 LA
8874 (94.5%) XL C, BFRIG0OES B 1 An b
12A31H ¥ T 8 7 AMCHAFHE X HafT L7,

KFWEZONRIL, ZOWHEIOIFET-HW64L, &
HEI0L T, EELLABRBEECIIISH TH
ol BEOREDT, WHERAFE SEMAH
mLUTHELL,

FENFEOXNRTBA BIC D % M -

*Hideo KAWANO, M.D. : 2nd Department of Internal Medicine, Faculty of Medicine, Kyushu Univer-

sity, Fukuoka.
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WORA TR LA (E1),
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BB OFN G T 2 — 2 @RI,

FBIRUTc 35 4 — 20, IUEHIME (mmHg),
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MK = v AT » - {B (mg/dD), ME~< b7
Vv MMEGS, ODERER (Minnesota Codelll-1
and/or IV-1,2,3), MiHERERE, KEEE, SMm
EREORE, BEEREOCHFEDCRETSH S,

FARHER O] 2 B B R A s L T e s
1 = —BEFEHRACST, ThEhicd Lo
HRBIENRFELREL, BEEYHRE L I,
HEARIOWVTIL, & B i o PHEOZEY,
Bonferroni o t-test THE L1z, BRER = o
Wik, A Mantel-Hanzel L,
odds iz & bR, Hb¥T 5% BEEAZR
L7,

¥z, HEEBCILZEe AT 4 v 701G
SR AG, JEERFAIE = b e - & LT
MEHR RGO EREF 2R L1,

MarZEHE LT (1—5, 2 —720, i, 7
BikE, OEREL, £k, FHEOLE, OEXNE
1k, (Minnesota Code -1 and/or IV-1, 2, 3), IM¥&
~2 b7y MH, E= VAT e —E, itk
BE (0—&L, 1—FY), KEEHE (015
&/BERR, 1—HXREBEHAEL1HLS5&LE),
BUEEEC0 —1. 04/ KRR, 1—1HI0ARD B
RN LA,

fEMRA T BT 5 HFHRINET T TEREIRT
VB, HMEHENTIZ BT o CH, UINKEBEE
v E =D SAS Gty - U RERA LI,

2. #& R
WRB O [EF OBERNBEREE] € LT,

#1 BOREE CT b5\ ITHBRCHRER LI

J a . B O®R OB HE R R

2 i S 15 B

i i U FiARBIE o - %)

i m T O om R 21 21 14 7 100.0

% i Wi = 12 8 -6 2 66.7

B /iR B X OO 26 21 14 7 80.8
H 59 50 34 16 84.7

* CT L HBROTERTONIHBICED I,
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KNI ) % EFEHR O LI PR5E

FHE RS OERHIESREC L 5)

Wk K | mhERER | % 5 o5 oz | PUEENER it
B 353 9 2 8 19 (5. 4)
@ 534 12 10 18 40 (7.5)
887 21 (2.4) 12 (1.4) 26 (2.9 59 (6.7)
1) FEFI604E 5 A 1 A ~1231 B jfT. 6ol b, ¢ ) AR%
£3 FRBEFE, ALET (1985)
@ g B T 5 T
(%) | HBEEH FRAP Rate/1,000] HNEEK FERMALEL Rate/1,000| HfH|EHK FREAH Rate/1,000
65~69 118 2 16.9 161 3 18.6 279 5 17.9
70~74 108 4 37.0 145 2 13.8 253 23.7
75~79 68 1 14.7 114 8 70.2 182 49.5
80~84 47 7 148.9 72 11 152.8 119 18 151.3
85~ 12 5 416.7 42 16 381.0 54 21 388.9
£t 353 19 53. 8 534 40 74.9 887 59 66.5
(DN 173°1
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Z 0

HREU
Z Offy

B 14
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45%

B#:353% 194 (5.4%), F#4b344 4041 (7.5
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BEED 1.2 TH-1 (R2),

a, ARERE

RIEE, M- FRHBERNOFERDOFRE LR
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D449 TH -~ 7,
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T CT BEP KT INT, 1 HITHRIEFEMEKX
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B7H, AN BB 3 H,
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¢ ) A%

80 b 2 BT L CHRET 5 &, 656~T79%%
TIXNERN THF 44 (57.1%) LEEETDH
ST’ 80BE LA LD BT IR & et NI BE RS
136116 (84.6%) &% @D LN,

c. TERETFO®RE

F ok, i, MmMEfE, Body Mass Index, Ifii
ERavAT v — A, A~ 2y MEKD
W, FEERA, BmEEERG, Ty o1
—BIEAEFR O 3 BT TR Uiz, N
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SR HM—

£9 BOFHRROGRETORE GEER)
iy # FEFRG (n=780) | MIMEHEFRA(n =27) | SBEHEA (n=12)
a4 #h 73.3% 6.0 8.3+ 9.1% 85.7+ 4. 5%*
X % # M FE (mmig) 140.6+22.7 151, 9421, 2%* 147.9421. 9%
O M i E (mmHg) 78.5+11.2 85.14 9. 4% 74.84 9.7
S ¥ iid FE (mmHg) 99,2+13.9 107. 4£10. 4%* 98.9+12.0
ME~~<+27 Yy ME USBHUE) 40.0+ 4.3 40.4% 5.3 38.8+ 3.3
MER=2 vAT e —AE (mg/d) 197.0+39.3 195.2+35.5 191.0+27.3
Mean+SD (**p<0.01, *$<0.05 vs JEHiIF G, Bonferroni)
FI10 WOEEERCKT S BRETOF » X EEREE)
% # * v X H 95% BHFIR R
BifiE (SBP=160mmHg and/or DBP=95mmHg) 3.09 1.235~ 7.729
il w (B.M.1.225.4) 1.69 0.502~ 5.713
DEREY (Minnesota-Codell-1 and/or IV-1,2.3) 3.11 1.229~ 7.878
-/ # & (1HWAHL) 0.719 0.092~ 5.641
o m B (LHLS5&HE 0. 449 0.073~ 2.749
M@E~=r 27Uy +EfE USBLLE 4.879 1.552~15, 331
it ¥ 6 2 1.855 0.512~ 6,716
MmER= VAT v —ABE (240mg/dl L 1) 1.959 0.634~ 6.055
(vs SEHRBD
N0, PRI B b iR ) & TSR A o ] CBfERR ®1 HOEEEREOERETFOLE R A
FEOMBEEE LI L, 74 v 7 YRS
B E R A B BREEICED bR IcIE % ¥ BEE{L R b {E
Bix, SmE, ODBEXEFR (Minnesota Code IT-1 # ® 1. 6723 0. 0000
and/or IV-1,2,3), EMERE, ~<bF2 Vv b W 0.1755 0.6153
BETH -7, oo o om JE 0. 4524 0. 0509
FIE, BErYAT 4 » 7ERHHFIC L B S 0.5237 | 0.0045
REFORBLIARRE PR e R L, p< 0 B e 0o
0.05CHETD > 7emI%, T, LRRIRM, ~ m#E~<F 70y b 0. 7062 0.0131
<27V y METH- I, FHIMED HERRE e o = 0. 0902 0. 7657
EHREIR RIS E D i, B v B —0.3139 0.3739
wosE g R OF —0.1657 0. 5478
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Pathophysiology in Cerebral Vascular Dementia :
Study in the Demented Patients with Leuko-Araiosis

BEREXZEFBEZAR M

Ei

%*

. FL&IC

¥ Av v — JF (progressive subcortical
vascular encephalopathy) (34 & H: Fid o — &
T, £ OFIEERICTIIFFBR IR 7 = & A DR
ShTw%, REWZENE, HREFHCKMEE
DIEBREEM OO AMEIHEK, BE Ok
DGR EDOFTRC L - TR &h B 08, 4,
CT 320" MRI EABEREY B B+ &
BEREL e D, Y v AT vH—IROMIE, FH,
CT/MRI o4, BEBEROTRE LI T
%, Lo 5HT, 19874F Hutchinski {3, CT Eo
I R B AR IR B % \ ik MRI o> e i B
DB 7 (T2) §Hlk% leuko-araiosis L BELR,
iR A ER OB D~ —h — TH BB
HafER LY, 4E, leuko-araiosis %27 5 ¥
RBEHCRT D EUHE, b kR T OFT
Y HEHCEF Lo CHRET 5,

2. HREEH IVEHHE

CT 3 X ¥% MRI ‘C leuko-arajosis % 7R3 iR
BE, 7AYo = —RgER 84, MEERIRLS
%, Fofh 9% (BH164, LH19%, FHT73.6
+4.85%) F3BBEHET B AHHER, RILRT
L5 weEmE, MEPORERE, EEROME A
TR ERBERTH » 7,

#* 1 Risk factors and complications in the
demented patients with leuko-araiosis

Hypertension 22/35 (62.5%)
DM i 4/85 (11.49%)
CVD 5 16/85 (45.7%)
CAD P 4/35 A1.4%)
Smoke ; 10/35 (28.5%)
Hyperuricemia i 0/35 C 0%)
Hypoproteinemia 28/35 (80.0%)
(<7.08/d%)
Anemia ;0 12/35 (34.3%)
(Hg<12g/dd)

3. mERHE, 7RERA

BETCR, PHEEHOEHERSL RV AT
w—,, LDIL-a2 v A5 w—n, HDL-z2 L A5
r— A OERTFEAEZ R LI, 7 HBEBARS T
t, A-IL, B, C-IL 3 fEfE, C-III iimfEimL e
(£ 2), Atherosclerosis DFEEE L I HU - Dhs
DT x— 2 —TlL, A-I/A-TI 2EELZRLE
PDAREER EERREZIRD T (FI),

Lo AT, BIEMRBEOEEEY T AL ELT
ZEHE~ Y 2 CAM) X {abhTw52,
R D= T ADHT U TOBIFEA TU
B, ZLHED 7 3 v 1 FORBRERL, HDL
(BHEY 2ER) DT KEHEH TH D Apo A-
IICHB EBHPEL, 731/ Bo—kiEEL R

*Masaru KURIYAMA, M.D. : Lecturer, 3rd Third Department of Internal Medicine, Faculty of Medicine,
Kagoshima University Kagoshima.

— 169 —



EA MR T RS RE— N —

#+ 2 Serum lipids and apoproteins in the
patients with leuko-araiosis

#* 3 Indices for atherosclerosis in the

patients with leuko-araiosis

Normal Patients with Normal Patients with
controls leuko-araiosis controls leuko-araiosis
(n=21) (n=35) (n=21) (n=35)
65.3+8.6 yrs 73.6+4.8yrs 65.3+8.6yrs| 73.6%4.8yrs
Total Ch 194430 180431 Apoprotein B/A-T | 0,.87+0.29 0.79%+0. 20
TG 129161 94:+24% A-T/A-IT| 4,08+£0.96 6,021,374+
HDL-Ch 49.3+11.3 44.6+8.8 E/B 0.063+0.031 | 0.058+0.012
LDL-Ch 12326 117+29 HDL-Ch/Apo A-~I| (.44+0.06 0.424-0.05
Apoprotein A-T 106430 10616 Atherogenic Index | 2.94+1.02 3.194+1.04
A-TT 26.0%3.6 18. 645,67+
03 e p<0. 001
B 93.0x18.5 82.4+18.1*
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